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SUBSTITUTED ARALKYL DERIVATIVES 

FIELD OF INVENTION 

The present inveation relates to novel antidiabetic, hypolipidaemic and 
hypocholesterolemic compounds, their derivatives, their analogs, their tautomeric 
forms, their stereoisomers, their pharmaceutically acceptable salts, their 

5 pharmaceutically acceptable solvates and pharmaceutically acceptable compositions 
containing them. More particularly, the present mvention relates to novel substituted 
aralkyl derivatives of the general formula (T), their derivatives, their analogs, their 
tautomeric forms, their stereoisomers, their pharmaceutically acceptable salts, their 
pharmaceutically acceptable solvates, pharmaceutical compositions containing them, 

10 use of these compounds in .medicine and the intermediates involved in their 
preparation. 



A-(CH2)„-X~Ar 




0) 



The present invention also relates to a process for the preparation of the above said 
novel compounds, their derivatives, their analogs, their tautomeric forms, their 
15 stereoisomers, their pharmaceutically acceptable salts, their pharmaceutically 
acceptable solvates, and pharmaceutical compositions containing them. 

The present invention also discloses novel compounds of formula (nia) their 
derivatives, their analogs, their tautomeric forms, their stereoisomers, their 
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates and 
20 pharmaceutically acceptable compositions containing thent The compoimds of formula 
(nia) are useful as intermediates for the preparation of compounds of formula (I), 

O 

A-(CH2)„-X-Ar^-Y^R^ 
Gri 

ana) 

The.compounds of the general formula (I) & (Ula) lower blood glucose, lower or 
modulate triglyceride levels and/or cholesterol levels and/or low-density lipoproteins 
25 (LDL) and raises the high-density lipoproteins (HDL) 

plasma levels and hence are useful in combating different medical conditions, 
where such lowering (and raising) is beneficial. Thus, it could be used in the treatment 
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and/or prophylaxis of obesity, hyperlipidaemia, hypercholesteremia, hypertension, 
atherosclerotic disease events, vascular restenosis, diabetes and many other related 
conditions . 

The compounds of general formula (I) & (Ula) are useful to prevent or reduce the 
5 risk of developing atherosclerosis, which leads to diseases and conditions such as 
artereosclerotic cardiovascular diseases, stroke, coronary heart diseases, 
cerebrovascular diseases, peripheral vessel diseases and related disorders. 
These compounds of general formula (T) & (Hla) are useful for the treatment and/or 
prophylaxis of metabolic disorders loosely defined as Syndrome X. The. characteristic 

10 features of Syndrome X include initial insulin resistance folTowed by hyperinsulinemia, 
dyslipidemia and impaured glucose tol^ance. The glucose intolerance can lead to non- 
insuUn dependent diabetes mellitus (NIDDM, Type 2 diabetes), which is characterized 
by hyperglycemia, which if not controlled may lead to diabetic complications or 
metabolic disorders caused by insulin resistance. Diabetes is no longer considered to be 

15 associated only with glucose metabolism, but it affects anatomical and physiological 
parameters, the intensity of which vary depending upon stages/duration and severity of 
the diabetic state. The compounds of this invention are also useful in prevention, 
halting or slowing progression or reducmg the risk of the above mentioned disorders 
along with the resulting secondary diseases such as cardiovascular diseases, like 

20 arteriosclerosis, atherosclerosis; diabetic retinopathy, diabetic neuropathy and renal 
disease including diabetic nephropathy, glomerulonephritis, glom^ular sclerosis, 
nephrotic syndrome, hypertensive nephrosclerosis and end stage renal diseases, like 
microalbuminuria and albuminuria, which may be result of hyperglycemia or 
hyperinsulinemia. 

25 The compounds of the present invention can be useful as aldose reductase 

inhibitors; for improving cognitive ftmctions in dementia, and in the treatment and/or 
prophylaxis of disorders such as psoriasis, polycystic ovarian syndrome (PCOS), 
cancer, osteoporosis, leptin resistance, inflammation and inflammatory bowel diseases, 
xanthoma, pancreatitis, myotonic dystrophy, endothelial cell dysfunction and 

30 hyperlipidemia. 

The compoimds of the present invention are useful in the treatment of the diseases 
mentioned herein, alone or in combination with one or more hypoglycemic, 
antihyperglycemic, hypoUpidaemic, hypolipoproteinemic agents, antioxidants. 
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antihypertensives, such as HMG CoA reductase inhibitor, fibrate, statins, glitazones, 
sulfonyl ureas, insulin, a-glycosidase inhibitors, nicotinic acid, cholestyramine, 
cholestipol or probucol, and the like. 

BACKGROUND OF THE INVENTION 

5 Hyperiipidaemia has been recognized as the major risk factor in causing 

cardiovascular diseases due to atherosclerosis. Atherosclerosis and other such 
peripheral vascular diseases affect the quality of Ufe of a large population in the world. 
The therapy auns to lower the elevated plasma LDL cholesterol, low-density 
lipoprotein and plasma triglycerides in order to prevent or reduce the risk of occurrence 

10 of cardiovascular diseases. The detaUed etiology of atherosclerosis and coronary artery 
diseases is discussed by Ross and Giomset [New Engl. J. Med., 295, 369-377 (1976)]. 
Plasma cholesterol is generally found esterified with various serum Hpoproteins and 
numerous studies have suggested an inverse relationship between serum HDL- 
cholesterol level and risk for occurrence of cardiovascular disease. Many studies have 

15 suggested an increased risk of coronary artery diseases (CAD) due to elevated LDL and 
VLDL-cholesterol levels [Stampfer et al, N. Engl. J. Med., 325, 373-381(1991)]. The 
other studies illustrate protective effects of HDL against progression of atherosclerosis. 
Thus, HDL has become a crucial factor in treating diseases with increased levels of 
cholesterol [MiUer et al, Br. Med. J. 282, 1741-1744(1981); Picardo et al, 

20 Arteriosclerosis. 6, "434-441 (1986); Macikinnon et al. J. Biol Chem. 261, 2548-2552 
(1986)]. 

Diabetes is associated with a number of complications and also affect a large 
population. This disease is usually associated with other diseases such as obesity, 
hyperlipidemia, hypertension and angina. It is well estabUshed that improper treatment 

25 can aggravate impaired glucose tolerance and insulin resistance, thereby leading to 
frank diabetes. Further, patients with insulin resistance and type 2 diabetes often have 
raised triglycerides and low HDL-cholesterol concentrations and therefore, have greater 
risk of cardiovascular diseases. The presait therapy for these diseases includes 
sulfonylureas and biguanides along with insulin. This type of drug therapy may lead to 

30 mild to severe hypoglycemia, which may lead to coma or in some cases may lead to 
death, as a result of imsatisfactory glycaemic control by these drugs. Recent addition of 
drugs in the treatment of diabetes are the thiazolidinediones, drugs having insulin- 
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sensitizing action. ThiazoUdinediones like tiogUtazone, rosigUtazone and piogUtazone 
are prescribed alone or in combination with other anti-diabetic agents. 

These are useful in treating diabetes, lipid metabolism but are suspected to have 
tumor-inducing potential and cause hepatic dysfunction, which may lead to liver 
5 failure. Further, serious undesirable side-effects have occurred in animal and/or human 
studies which include cardiac hypertrophy, hema dilution and Uver toxicity in a few 
gUtazones progressing to advanced human trials. The drawback is considered to be 
idiosyncratic. Presently, there is a need for a safe and an effective drug, to treat insulin 
resistance, diabetes and hyperUpidemia.[ jE^. CUn. Endocrinol Diabetes: 109(4), 
10 8548-9(2001)] ~ 

Obesity is another major health problem being associated with increased morbidity 
and mortaUty. It is a metaboUc disorder, in which excess of fat is accumulated in the 
body. Although, its etiology is unclear, the general feature includes excess of calorie 
intake than it is consumed. Various therapies such as dieting, exercise, appetite 
15 suppression, inhibition of fet absorption etc. have been used to combat obesity. 
However, more efficient therapies to treat this abnormaUty is essential as obesity is 
closely related to several diseases such as coronary heart disease, stroke, diabetes, gout, 
osteoarthritis, hyperUpidaemia and reduced fertility. It also leads to social and 
psychological problems [Nature Reviews: Drug Discovery : 1(4), 276-86 (2002)]. 

20 Peroxisome Proliferator Activated Receptor (PPAR) is a member of the steroid/ 
retinoid/ thyroid hormone receptor feuuly. PPARoc, PPARy and PPAR5 have been 
identified as subtypes of PPARs. Extensive reviews regarding PPAR, thdr role in 
different diseased conditions are widely published [Endocrine Reviews, 20(5), 649-688 
(1999); V. Medicinal Chemistry, 43(4), 58-550 (2000); CeU, 55, 932-943 (1999); 

25 Nature, 405, 421-424 (2000); Trends in Pharmacological ScL, 469-473 (2000)]. 
PPARy activation has been found to play a central role in initiating and regulating 
adipocyte differentiation [Endocrinology 135, 798-800, (1994)] and energy 
homeostasis, [Cell, 83, 803-812 (1995); Cell, 99, 239-242 (1999)]. PPARy agonists 
would stimulate the terminal differentiation of adipocyte precursors and cause 

30. morphological and molecwlar changes characteristic of a more differentiated, less 
malignant state. During adipocyte differentiation, several highly specialized proteins 
are induced, which are being involved in lipid storage and metabolism. It is accepted 
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that PPARy activation leads to expression of CAP gene [Cell Biology^ 95, 14751- 
14756, (1998)], however, the exact link from PPARy activation to changes in glucose 
metabolism and decrease in insulin resistance in muscle has not been clear. PPARa is 
involved in stimulating p-oxidation of fatty acids [Trends Endocrine, Metabolism, 4, 
291-296 (1993)] resulting in plasma circulating free fatty acid reduction [Current BioL, 
5, 618-621 (1995)]. Recently, role of PPARy activation in the terminal differentiation 
of adipocyte precursors has been implicated in the treatment of cancer. [Cell, 79, 1147- 
1156 (1994); Cell 377-389 (1996^ Molecular Cell, 465-470 (1998); Carcinogenesis, 
1949-1953 (1998); Proc. NatL Acad Sci,, 94, 237-241 (1997); Cancer Research, 58, 
3344-3352 (1998)]. Since PPARy is expressed in certain cells consistently, PPARy 
agonists would lead to nontoxic chemotherapy. There is growing evidence that PPAR 
agonists may also influence the cardiovascular system through PPAR receptors as well 
as directly by modulating vessel wall ftmction [Med Res. Rev., 20 (5), 350-366 
(2000)]. 

PPAR a agonists have been found usefial in the treatment of obesity (WO 
97/36579). Dual PPAR a and y agonists have been suggested to be useful for 
Syndrome X (WO 97/25042). PPAR y agonists and HMG-CoA reductase inhibitors 
have exhibited synergism and indicated the usefuhiess of the combination in the 
treatment of atherosclerosis and xanthoma (EP 0753 298). 

Leptin is a protein when bound to leptin receptors is involved in sending satiety signal 
to the hypothalamus. Leptin resistance would therefore lead to excess food in-take, 
reduced energy expenditure, obesity, impaired glucose tolerance and diabetes [Science, 
269, 543-46(1995)]. It has been reported that insulin sensitizers lower plasma leptin 
concentration [Proc. NatL Acad Sci, 93, 5793-5796 (1996): WO 98/02159)]. 

Phenalkyloxy-phenyl derivatives having general formula as given below, useful 
in the treatment of insulin resistance has been described in WO 01/40170 (AstraZeneca 



AB). 

A typical example of these compounds is shown formula (Ha) 





OEt 



5 
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Aryl hydroxy propanol derivatives having the general fonnula given below 



HO 




as agents for treatment of disorders associated with insulin resistance have been 
5 described in WO 03008362 (Dr. Reddy's Research Foundation) 

A number of compounds belonging to the class of oxazole derivatives have 
been reported to be usefol in the treatment of hyperlipidemia, hypercholesterolemia and 
hyperglycemia which includes 

WO 02092084 (Hofifinami La Roche) describes oxazole compounds having the 
10 following general fonnula 




(CH^nO- 



wherein, R' is aiyl or heteroaryl; R^ R^, R'^ and R^ are independently selected from the 
group consisting of hydrogen, hydroxy, lower-alkenyl, halogen, lower-alkyl and lower- 
aUcoxy, wherein at least one of R^ r\ R^ and R« is not hydrogen, or 
R' and R'' are bonded to each other to form a ring together with the carbon atoms to 
which they are attached, and R^ and R^ together are -C3H=CH-S-, -S-CH=CH-, - 
CH=CH-0-, -O.CH=CH-, .CH=CH-CH=CH., -(CH,h.5-, -O^CH.)2.3- or -(CH.)a-3-Os 
R is lower-alkoxy, lower-alkenyloxy, or 




H 

or 



ir 



. R«, R'. each represent H or lower-alkyl; R^" is aryl; n is 1, 2 or 3; the bond between 
Ca & Cb represent a carbon-carbon single or double bond; 
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WO 021633 1(EU Ully & Co.) discloses oxazolyl-arylpropionic acid derivatives of the 
following general formula 



10 



20 



25 



Ri- 



N 



Jl COOR5 

R3 0R4 



where Rj is substituted or unsubstituted groups selected from aryl, heteroaryl, 
cycloalkyl, heterocycloalkyl, arylalkyl, heteroarylalkyl, cycloalkylalkyl, (CH3)3C-; n = 
2, 3, 4; W represents CH2, CH(OH), CO, O; R2 represents H, alkyl, haloalkyl, CsHs; Y 
represents substituted or unsubstituted group consisting of tiiiophen-2,5-diyl or 
phenylene; R3 represents alkyl, haloalkyl; R4 represents substituted or unsubstituted 
phenyl, naphthyl, 1,2,3,4-tetrahydronaphthyl, quinolyl, pyridyl, benzo[l,33dioxol-5-yl; 
R5 represents lA, alkyl, aminoalkyl groups. 

WO 9807699 (Japan Tobacco, Inc.) describes propionic acid derivative of the 
following general structure 




15 

wherein R represents 



p 



Rs 



or 



1:^ 



R' is an optionally substituted aromatic hydrocarbon, an optionally substituted alicyclic 
hydrocarbons, an optionally substituted hetorocyclic group, or an optionally substituted 
fused heterocyclic group, is lower alkyl; R'* = H or lower alkyl; R^=H or fonns 
tog^er with R^ a double bond; R' is a carboxy, an acyl, an optionally substituted 
alkoxycarbonyl, an optionally substituted lower alkyl, an optionally substituted 
carbamoyl, an optionaUy substituted aryloxycarbonyl, an optionally substituted 
aralkyloxycarbonyl or a group of tiie formula -Y-R^ wherein Y is -NH- or an oxygen 



WO2«04/(>.46119 PCT/lN2003/()00358 

atom and R« is an optionaUy substituted acyi or an optionally substituted 
alkoxycarbonyl; 

R' = H, an optionally substituted lowerallqrl or an optionally substituted 
alkoxycarbonyl; R^" is a hydroxy, an optionaUy substituted amino, an optionally 
substituted lower alkoxy, an optionaUy substituted lower aUcyl, an optionally 
substituted aryloxy or an optionally substituted aralkyloxy, provided that when R"^. is an 
alkoxycarbonyl and is a hydrogen atom, R^° is not a lowar alkoxy. 

WO 02100403 (EU Lilly & Co.) discloses compounds of the following general 
formula suitable for the treatment of Syndirome X 




wherein represents 

Y^^ { Ar 




Y^" is H, (C0-C3) aUcyl-aryl, C(0)-aiyl , heteroaryl, cycloalkyl, heterocycloaUcyl, 
aryloxy, etc.; 




At 



is aryl or heteroaryl; V is a bond or O; X is CHj or O, R^ is H or Ci-Ce alkyl; Y^ 
and Y^ are each independently H, Ci-Q alkyl or C-Cg aUcoxy; Y* is (C1-C3) alkyl- 
NR^C(O) -(C0-C5) aUcyl-Y' , (C1-C3) aUcyl-NR^C O) -(Ca-Cs) alkenyl-Y^, (C1-C3) 
alkyl-NR^CCO) -(C2-C5) alkynyl-Y', CN etc.; Y^ is H, aryl heteroaryl, Ci-Cn alkyl, Ci- 
Ce aUcoxy, cycloaUcyl, heterocycloalkyl, aryloxy, C(0)-heteroaiyl etc.; n' is 2,3,4 or 5; 
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US 5232945 (Pfizer Inc.), describes compounds of the foUowing general formula 





COY 



Wherein Z= H. amino, (Ci-C7)alkyl, (C3-C7)cycloalkyl, phenyl or phenyl mono or 
^ disubstituted with (C,.C3)alkyl, CF3, (C,-C3)alkoxy, phenyl, phenoxy, benzyl, 
benzyloxy, fluoro or chloro; Z' = H or (C,-C3)alkyl; R = (un)substituted alkyl, 
cycloalkyl, alkenyl, alkynyl, Ph, phenylalkyl, alkanoyl; X = S, O, NR2, -CH=CH, - 
CH=N, -N=CH; R2 = H, alkyl, Ph, CHaPh; Y = CH, N; X' = O, S, SO, SO2; = OH. 
(un)substituted alkoxy, OPh, OCHjPh, NH2 etc.; W = O, CO, CH2, CH(OH), -CH=CH; 
10 m = 0,1, 2; ■ 

Several other oxazole derivatives useful in the treatment of diabetes, 
hyperUpidemia etc. (Syndrome X) have been reported for e.g. WO 03072100, WO 
0320269, WO 0216332, WO 0218355, WO 0216331, WO 0216332, WO 0296895, 
WO 0296895, WO 0296894, WO 0296893, WO 0262774, WO 0250048, WO 
15 0250047, WO 0276957, WO 0251820, WO 0214291, WO 0138325, WO 0116120, 
WO 0100403, WO 0116111, WO 0116120, WO 0179202, WO 0179197, WO 
0008002, US 20010008898, JP 2002338555, JP 2001261612 which are mcorporlted in 
their entirety as reference. . ' 

However, very few of the compounds described above have reached the market 
and so there therefore remains the need to develop newer medicines which are better 
and cost effective, are of better or comparable efficacy with the present treatment 
regimes, has lesser side effects and requires a lower dosage regime 



SUMMARY OF INVENTION 

The objective of this invention is to develop novel compounds represented by 
the general formula (1) & (Hla) used as hypocholesterolemic, hypolipidaemic, 
hypolipoproteinemic, anti-obesity and antihyperglycemic agents which may have 
additional body weight lowering effect and beneficial effect in the treatment and/or 
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prophylaxis of diseases caused by hyperlipidaemia, diseases classified under syndrome 
X and atherosclerosis. 



OBJECTIVES OF THE INVENTION 

The main objective of the present invention is to provide novel substituted 
aralkyl derivatives represented by the general formula (1), their derivatives, their 
analogs, their tautomeric fonns, their stereoisomers, their pharmaceuticaUy acceptable 
salts, their pharmaceuticaUy acceptable solvates, and pharmaceutical compositions 
containing them or their mixtures thereof 

Another objective of the present invention is to provide novel, substituted 
aralkyl derivatives represented by the general formula (I), their derivatives, their 
analogs, their tautomeric forms, their stereoisomers, their pharmaceuticaUy acceptable 
sahs, their pharmaceuticaUy acceptable solvates, and pharmaceutical compositions 
containing them or their mixtures thereof having enhanced activities, without toxic 
effects or with reduced toxic effect. 

Yet another objective of this invention is to provide a process for the 
preparation of novel substituted aralkyl derivatives represented by the general formula 
OD, their derivatives, their analogs, their tautomeric forms, their stereoisomers, their 
pharmaceuticaUy acceptable salts, their pharmaceuticaUy acceptable solvates. 

StiU another objective of the present invention is to provide pharmaceutical 
compositions containing compounds of the general formula (I), their derivatives, their 
analogs, their tautomeric forms, their stereoisomers, their pharmaceuticaUy acceptable 
salts, their pharmaceuticaUy acceptable solvates or their mixtures in combmation with 
suitable carriers, solvents, dUuents and other media normaUy employed in preparing 
such compositions. 

A further objective of the present invention is to provide novel substituted 
propanoic acid derivatives of formula (Hla), their derivatives, their analogs, their 
tautomeric forms, their stereoisomers, their pharmaceuticaUy acceptable salts, their 
pharmaceuticaUy acceptable solvates, and pharmaceutical compositions containing 
them or their mixtures thereof, usefiil as intermediates in the preparation of compounds 
of general formula (I). 
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AnothOT objective of the present invention is to provide novel substituted 
propanoic acid derivatives represented by the general formula (nia), their derivatives, 
their analogs, their tautomeric forms, their stereoisomers, their pharmaceutically 
acceptable salts, their pharmaceutically acceptable solvates, and pharmaceutical 
5 compositions containing them or their mixtures thereof having enhanced activities, 
without toxic effects or with reduced toxic effect. 

Yet another objective of this invention is to provide a process for the 
preparation of novel substituted propanoic acid derivatives represented by the general 
formula (Ilia), their derivatives, their analogs, their tautomeric forms, their 
10 stereoisomers, their pharmaceutically acceptable salts,^ then* pharmaceutically 
acceptable solvates. 

Still another objective of the present invention is to provide pharmaceutical 
compositions containing compounds of the general formula (Ilia), their derivatives, 
their analogs, their tautomeric forms, their stereoisomers, their pharmaceutically 
15 acceptable salts, their pharmaceutically acceptable solvates or their mixtures in 
combination with suitable carriers, solvents, diluents and other media normally 
employed in preparing such compositions 

DETAILED DESCRIPTION OF THE INVENTION 

Accordingly, the present invention relates to compounds of the general formula 

20 (I), 

A-(CH2)nHK-Ar— Y^G^ 

Gi d) 

their derivatives, their analogs, their tautomeric forms, their stereoisomers, their 
25 pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, wherein 
*A* represents a substituted or unsubstituted, group selected from aryl, heteroaryl, 
heterocyclyl groups; *n' is an integer from 1-3, with the proviso that when A is 
substituted or unsubstituted phenyl group, then *Ar' does not represent a divalent 
phenyl group; 'X' represents oxygen or sulfur; 
30 'Ar' represents a substituted or unsubstituted single or fused divalent aromatic, 
heteroaromatic or a heterocycUc group; 

11 
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G, and G2 may be same or difiFerent and independently represent NR.Ra ORi SR, 
S(0)R3. S(0).R3. N3, CN, COOH, tetrazolyl groups; R. & R, n.ay be same or different 
and mdependently represent hydrogen, substituted or unsubstituted groups selected 
from Imear or branched (C,-Cs)alkyl. (Cs-Ocycloalkyl, acyl. aryl, heteroaryl 
heterocyclyl. aminocaxbonyl, aralkyl, alkylaminocarbonyl, arylaminocarbonyl 
aralkylaminocarbonyl, heteroarylaminocarbonyl, heteroaralkylaminocarbonyl 
heterocyclylaminocarbonyl, alkoxycarbonyl, aryloxycarbonyl, aralkyloxycarbonyl,' 
heteroaryloxycarbonyl, heteroaraloxycarbonyl, heterocycloxycarbonyi groups or SO3R3 
wherein R3 represents substituted or unsubstituted groups selected from alkyl. aryl, 
polyhaloalkyl, heterocyclyl, heteroaryl groups; G, represents hydrogen or (Q-Cg)alkyl 
or (C3-C7)cycloalkyl groups. 

Suitable substituents on K,, R, or R3 may be same or different and 
mdepend^tly selected from hydroxyl, 0x0, halo, thio, nitto, amino, cyano, foimyl, 
amidmo, guanidino. hydrazmo, alkyl, haloalkyl, perhaloalkyl, alkox^, haloalkoxy, 
perhaloalkoxy. alkenyl, alkynyl, cycloalkyl, cycloalkenyl, bicycloalkyl. bicycloalkenyl! 
alkoxy, alkenoxy, cycloalkoxy, aryl, aiyloxy, aralkyl. aralkoxy, heterocylyl, heteroaryl' 
heterocyclylalkyl, heteroaralkyl, heteroaryloxy, heteroaralkoxy, heterocyclyloxy' 
heterocyclylalkoxy, heterocyclylalkoxyacyl, acyl, acyloxy, acylamino, monosubstituted 
or disubstituted amino, arylamino, aralkylamino, caiboxylic acid and its derivatives 
such as esters and amides, carbonylammo, hydroxyalkyl, aminoalkyl, alkoxyalkyl, 
aiyloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl. aiylthio, alkylsulfi>nylamino' 
alkylsulfonyloxy, alkoxycarbonylamino, aiyloxycarbonylamino, 

aralkyloxycarbonylamino, aminocarbonylamino, alkylaminocarbonylamino. 
alkoxyamino, hydroxyl amino, sulfenyl derivatives, sulfonyl derivatives, sulfonic acid 
and its derivatives, phosphonic acid and its derivatives. 

When A is substituted, the substituents may be selected from hydroxyl, 0x0, 
halo, thio, nitro, amino, cyano, formyl, or substituted or unsubstituted groups selected 
from amidino, guanidino, hydrazino. alkyl, haloalkyl, perhaloalkyl, alkoxy, haloalkoxy, 
perhaloalkoxy, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, bicycloalkyl, bicycloalkeny{ 
alkoxy, alkenoxy. cycloalkoxy, aryl, aryloxy, aralkyl. aralkoxy, heterocylyl, heteroaryl] 
heterocyclylalkyl, heteroaralkyl. heteroaryloxy, heteroaralkoxy, heterocyclyloxy, 
heterocyclylalkoxy, heterocyclylalkoxyacyl, acyl, acyloxy, acylamino, monosubstituted 
or disubstituted amino, arylamino, aralkylamino, carboxylic acid and its derivatives 
such as esters and amides, carbonylamino, hydroxyalkyl, aminoalkyl, alkoxyalkyl. 
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aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl, arylthio, alkylsulfonylamino, 
alkylsulfonyloxy, alkoxycarbonylamino, aryloxycarbonylamino, 

aralkyloxycarbonylamino, ammocarbonylamino, alkylaminocarbonylamino, 
alkoxyamino, hydroxyl amino, sulfenyl derivatives, sulfonyl derivatives, sulfonic acid 
5 and its derivatives, phosphonic acid and its derivatives. 

When the substituents on 'A' are further substituted, those substituents are 
selected from hydroxyl, oxo, halo, thio, nitro, amino, cyano, formyl, or substituted or 
unsubstituted groups selected from amidino, guanidino, hydrazino, alkyl, haloalkyl, 
perhaloalkyl, alkoxy, haloalkoxy, perhaloalkoxy, alkenyl, alkynyl, cycloalkyl, 

10 cycloalkenyl, bicycloalkyl, bicycloalkenyl, alkoxy, alkenoxy, cycloalkoxy, aryl, 
aryloxy, aralkyl, aralkoxy, heterocylyl, heteroaryl, heterocyclylalkyl, heteroaralkyi, 
heteroaryloxy, heteroaralkoxy, heterocyclyloxy, heterocyclylalkoxy, 

heterocyclylalkoxyacyl, acyl, acyloxy, acylamino, monosubstituted or disubstituted 
amino, arylamino, aralkylamino, carboxylic acid and its derivatives such as esters and 

15 amides, carbonylamino, hydroxyalkyl, aminoalkyl, alkoxyalkyl, aryloxyalkyl, 
aralkoxyalkyl, alkylthio, thioalkyl, arylthio, alkylsulfonylamino, alkylsulfonyloxy, 
alkoxycarbonylamino, aryloxycarbonylamino, aralkyloxycarbonjdamino, 

aminocarbonylamino, alkylaminocarbonylamino, alkoxyamino, hydroxyl amino, 
sulfenyl derivatives, sulfonyl derivatives, sulfonic acid and its derivatives, phosphonic 

20 acid and its derivatives 

The substituents on the group represented by Ar represents substituted or 
unsubstituted linear or branched alkyl, alkoxy, thioalkyl, halogen, haloalkyl, 
haloalkoxy, acyl, amino, acylamino, thio or carboxylic or sulfonic acids and their 
derivatives, phosphonic acid and their derivatives. 

25 In another embodiment are provided novel substituted propanoic acid 

derivatives of formula (Ilia), their derivatives, their analogs, their tautomeric forms, 
their stereoisomers, their pharmaceutically acceptable salts, their pharmaceutically 
acceptable solvates, 

o 

A-(CH2)„-X-Ar-'-Y^R4 
Gi 

(ina) 
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wherein 'A' represents 4-oxazolyl group substituted with one or two substituents 
selected from substituted or unsubstituted linear or branched (Ci-Ci2)alkyl, substituted 
or unsubstituted single or fused heteroaryl or heterocycUc groups; 'Ar' represents 
unsubstituted phenyl; Gi represents ORi or SRi, where Ri represents hydrogen, 
perfluoro(Ci-Ci2)alkyl, substituted or unsubstituted groups selected from linear or 
branched (Ci-.Ci2)alkyl, cyclo(CrCi2)alkyl, aryl, ar(Ci-Ci2)alkyi, heteroaryl, 
heteroar(Ci-Ci2)alkyl, heterocyclyl, alkoxyalkyl, aryloxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, cycloalkyloxycarbonyl, alkylaminocarbonyi, arylammocarbonyl or 
acyl groups; R4 represents OB^ alkoxy or aryloxy, aralkoxy or NR1R2 groups, wherein 
Ri & R2may be same or different and independently represent hydrogen, substituted or 
unsubstituted groups selected from linear or branched (Ci-C8)alkyl, (C3-C7)cycloalkyI, 
'acyl, aryl, heteroaryl, heterocyclyl, aminocarbonyl, aralkyl, alkylaminocarbonyi, 
aiylaminocarbonyl, aralkylaminocarbonyl, heteroarylaminocarbonyl, 

heteroaralkylaminocarbonyl, - . heterocyclylaminocarbonyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkyloxycarbonyl, heteroaryloxycarbonyl, heteroaraloxycarbonyl, 
heterocycloxycarbonyl groups or SP2R3 wherein R3 represents substituted or 
unsubstituted groups selected from alkyl, aryl, polyhaloalkyl, heterocyclyl, heteroaryl 
groups; 'n' is an integer from 1-3; X represents O or S. 

Suitable substitutions on the substituents on 'A' are selected from hydroxyl, 
0x0, halo, thio, nitro, amino, cyano, formyl, or substituted or unsubstituted groups 
selected from amidino, guanidino, hydrazino, alkyl, haloalkyl, perhaloalkyl, alkoxy, 
haloalkoxy, perhaloalko^, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, bicycloalkyl, 
bicycloalkenyl, alkoxy„ alkenoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, 
heterocylyl, heteroaryl, heterocyclylalkyl, heteroaralkyl, heteroaryloxy, heteroaralkoxy, 
heterocyclyloxy, heterocyclylalkoxy, heterocyclylalkoxyacyl, acyl, acyloxy, acylamino, 
monosubstituted or disubstituted amino, arylamino, aralkylaminb, carboxylic acid and 
its derivatives such as esters and amides, carbonylamino, hydroxyalkyl, aminoalkyl, 
alkoxyalkyl, aryloxyalkyl, " aralkoxyalkyl, alkylthio, thioalkyl, arylthio, 
alkylsulfonylamino, alkylsulfonyloxy, alkoxycarbonylamino, aryloxycarbonylamino, 
aralkyloxycarbonylamino, aminocarbonylamino, alkylaminocarbonylamino, 
alkoxyamino, hydroxyl amino, sulfenyl derivatives, sutfonyl derivatives, sulfi)nic acid 
and its derivatives, phosphonic acid and its derivatives; 

The compounds of ft>rmula (Ilia) are useful as intermediates for the preparation of 

compound of formula (I), In addition, compound of formula (ma) are also usefiil in 
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preventing or reducing the risk of developing atherosclerosis, which leads to diseases 
and conditions such as artereosclerotic cardiovascular diseases, stroke, coronary heart 
diseases, cerebrovascular diseases, peripheral vessel diseases and related disorders. 
Also, the compounds of formula (IHa) are useful in the treatment or prevention of 
diseases associated with Syndrome X. 

The present invention also discloses novel processes for the preparation ' of 
compounds of formula CO & (IHa). 

The various groups, radicals and substituaits used anywhere in the specification ' 
are described in the following paragraphs. 

The term "alkyl" used herein, either alone or in combination with other radicals, 
denotes a linear or branched radical containing one to twelve carbons, such as methyl, 
ethyl, «-propyl, wo-propyl, w-butyl, ^ec-butyl, /ert-butyl, amyl, r-amyl, w-pentyl, n- 
hexyi, «o-hexyl, heptyl, octyl and the like. 

The term "alkenyl" used herein, either alone or in combination with other 
radicals, denotes a linear or branched radical containing two to twelve carbons such as 
vinyl, aUyl, 2-butenyl, 3-butenyl, 2-pentenyl, 3-pentenyl, 4-pentenyl, 2-hexenyl, 3- 
hexenyl, 4-hexenyl, 5-hexenyl, 2-heptenyl, 3-heptenyl, 4-heptenyl, 5-heptenyl, 6- 
heptenyl and the hke. The term "alkenyl" includes dienes and trienes of straight and 
branched chains. 

The term "alkynyl" used herem, either alone or in combination with other 
radicals, denotes a linear or branched radical contaming two to twelve carbons, such as 
ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-butynyl, 3-butynyl, 1-pentynyl, 2- 
pentynyl, 3-pentynyl, 4-pentynyl, 1-hexynyl, 3-hexynyl, 4-hexynyl, 5-hexynyl, and the 
like. The term "alkynyl" includes di- and tri-ynes. 

The term "cycloalkyl" used herein, either alone or in combination with otha- 
radicals, denotes a radical containing three to seven carbons, such as cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl and the like. 

The term "cycloalkenyl" used herein, either alone or in combination with other 
radicals, denotes a radical containing three to seven carbons, such as cyclopropenyl, 1- 
cyclobutenyl, 2-cylobutenyl, 1-cyclopentenyl, 2-cyclopentenyl, 3-cyclopentenyl, .1- 
cyclohexenyl, 2-cyclohexenyl, 3-cyclohexenyl, 1-cycloheptenyl, cycloheptadienyl, 
cycloheptatrienyl, and the like. 

The term "alkoxy" used herein, either alone or in combination with other 
radicals, denotes an alkyl radical, as defined above, attached directly to an oxygen 
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atom, such as methoxT^. ethoxy. «.propoxy, /«>-propoxy. /,-butoxy, /-butoxy. iso- 
butoxy, pentyloxy, hexyloxy, and the like. 

The tenn "alkenoxy" used herein, either alone or in combination with other 
radicals, denotes an alkenyl radical, as defined above, attached to an oxygen atom, such 
as vmyloxy, allyloxy, butenoxy, pentenoxy, hexenoxy, and the like. 

The term "cycloalkoxy" used herein, either alone or in combination with other 
radicals, denotes a cycloalkyl radical as defined above, attached directly to an oxygen 
atom, such as cyclopropyloxy, cyclobutyloxy. cyclopentyloxy, cyclohexyloxy, 
cycloheptyloxy and the hke. 

The term "halo" or "halogen" used herein, either alone or in combination with 
other radicals, such as "haloalkyl". "perhaloalkyl" etc refers to a fluoro, chloro. bromo 
or iodo group. The term "haloalkyl" denotes a alkyl radical, as defined above, 
substituted with one or more halogens; such as perhaloalkyl, more preferably.' 
perfluoro(Ci-Q)alkyl such as fluoromethyl, difluoromethyl, trifluoromethyl] 
fluoroethyl. difluoroethyl, tiifluoroethyl, mono or polyhalo substituted methyl, ethyl,' 
propyl, butyl, pen^l or hexyl groups. The term "haloalkoxy" denotes a haloalkyl, al 
defined above, directly attached to an oxygen atom, sach as fluoromethoxy, 
chloromethoxT. fluoroethoxy chloroethoxy groups, and the like. The term 
"perhaloalkoxT" denotes a perhaloalkyl radical, as defined above, directly attached to 
an oxygen atom, trifluoromethoxy. tiifluoroethoxy, and the like. 

The term "aryl" or "aromatic" used herein, either alone or m combination with 
other radicals, denotes an aromatic system containmg one, two or three rings wherein 
such rings may be attached together in a pendant mamier or may be fiised, such as 
phenyl, naphthyl, tetrahydronaphthyl, indane, biphenyl, and the hke. The term 'aralkyl" 
denotes an alkyl group, as defined above, attached to an aryl, such as benzyl, phenethyl, 
naphthylmethyl, and the like. The term "aryloxy" denotes an aryl radical, as defined 
above, attached to an alkoxy group, such as phenoxy, naphthyloxy and the like, which 
may be substituted. The t^ "aralkoxy" denotes an arylalkyl moiety, as defined above, 
such as benzyloxy, phenethyloxy, naphthyhnethyloxy, phenylpropyloxy, and the like! 
which may be substituted. 

The term "heterocyclyl" or "heterocycUc" used herein, either alone or in 
combination with other radicals, denotes saturated, partially saturated and unsaturated 
ring-shaped radicals, the hetaoatoms selected from nitrogen. suUur and oxygen 
Examples of saturated heterocyclic radicals include aziridinyl. azetidinyl, pyrrolidinyl. 
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imidazolidinyl, piperidinyl, piperazinyl, 2-oxopiperidmyl, 4-oxopiperidinyl, 2- 
oxopiperazinyl, 3-oxopiperazinyl, morpholinyl, thiomoipholinyl, 2-oxomorpholmyl, 
azepinyl, diazepinyl, oxapinyl, thiazepinyl, oxazoUdinyl, thiazoUdinyl, and the like; 
examples of partiaUy saturated heterocyclic radicals include dihydrothiophene, 
dihydropyran, dihydrofiiran, dihydrothiazole, and the like. 

The term "heteroaryl" or "heteroaromatic" used herein, either alone or in 
combination with other radicals, denotes unsaturated 5 to 6 membered heterocyclic 
radicals containing one or more hetero atoms selected from O, N or S, such as pyridyl, 
thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl, isothiazolyl, imidazolyl, isoxazolyl, 
oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, benzopyranyl, benzopyranonyl, 
benzofuranyl, benzothienyl, indolinyl, indolyl, azaindolyl, azaindolinyl, 
benzodihydrofuranyl, benzodihydrothienyl, pyrazolopyrimidinyl, pyrazolopyrimidonyl, 
azaqumazolinyl, azaquinazolinoyl, pyridofuranyl, pyridothienyl, thienopyrimidyl, 
thienopyrimidonyl, quinolinyl, pyrimidinyl, pyrazolyl, quinazoliny^ quinazolonyl, 
pyrimidonyl, pyridazinyl, triazinyl, benzoxazinyl, benzoxazinonyl, benzothiazinyl, 
benzothiazinonyl, benzoxazolyl, benzothiazolyl, benzimidazolyl, benzotriazolyl, 
phthalazynil, naphthylidinyl, purinyl, carbazolyl, phenothiazinyl, phenoxazinyl, and the 
like. 

The term "heterocyclylaUqrl" used herem, either alone or in combination with 
other radicals, represents a heteroq^clyl group, as defined above, substituted with an 
alkyl group of one to twelve carbons, such as pyrrolidinealkyl, piperidinealkyl, 
morpholinealkyl, thiomorpholinealkyl, oxazolinealkyl, and the Uke, which may be 
substituted. The term "heteroaralkyl" used herein, either alone or in combination with 
other radicals, denotes a heteroaryl group, as defined above, attached to a straight or 
branched saturated carbon chain containing 1 to 6 carbons, such as (2-fiiryl)methyl, (3- 
furyi)methyl, (2-thienyl)methyl, (3-thienyl)methyl, (2-pyridyl)methyl, 1 -methyl- 1.(2- 
pyrimidyl)ethyl and the hke. The terms "heteroarylojqr", "heteroaralkoxy", 
"heterocycloxy", "heterocylylalkoxy" denotes heteroaryl, heteroarylalkyl, heterocyclyl, 
heterocylylalkyl groups respectively, as defmed above, attached to an oxygen atom. 

The term "acyl" used herein, dther alone or in combination with other radicals, 
denotes a radical containing one to eight carbons such as fonnyl, acetyl, propanoyl, 
butanoyl, wo-butanoyi, pentanoyl, hexanoyl, heptanoyl, benzoyl and the like, which 
may be substituted. 
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The term "acyloxy" used herein, either alone or in combination with other 
radicals, denotes a radical acyl, as defined above, directly attached to an oxygen atom, 
such as acetyloxy, propionyloxy, butanoyloxy, /jo-butanoyloxy, benzoyloxy and the 
like. 

5 The term "acylamino" used herein, either alone or in combination with other 

radicals, denotes an acyl group as defined earUer, may be CHsCONFI, C2H5CONH, 
C3H7CONH, C4H9CONH, C6H5CONH and the Uke, which may be substituted. 

The term "mono-substituted amino" used herein, either alone or in combination 
with other radicals, denotes an amino group, substituted with one group selected from 
10 (Ci-C6)alkyl, substituted alkyl, aryl, substituted aryl or arylalkyl groups. Examples of 
monoalkylamino group include methylamine, ethylamine, w-propylamine, «- 
butylamine, «-pentylamine and the like. 

The term ^disubstituted amino" used herein, either alone or in combination with 
other radicals, denotes an amino group, substituted with two radicals that may be same 
15 or different selected from (Ci-C6)alkyl, substituted alkyl, aryl, substituted aryl, or 
arylalkyl groups, such as dimethylamino, methylethylamino, diethylamino, 
phenylmethyl amino and the like. 

The term "arylamino" used herein, either alone or in combination with other 
radicals, denotes an aryl group, as defined above, linked through amino having a firee 
20 valence bond from the nitrogen atom, such as phenylamino, naphthylamino, N-methyl 
anilino and the like. 

The term "aralkylamino" used herein, either alone or in combination with other 
radicals, denotes an arylalkyl group as defined above linked through amino having a 
free valence bond from the nitrogen atom e.g. benzylamino, phenethylamino, 3- 
25 phenylpropylamino, 1-napthylmethylamino, 2-(l-napthyl)ethylamino and the like. 

The term "0x0" or "carbonyl" used herein, either alone (-00-) or in 
combination with other radicals, such as "alkylcarbonyl", denotes a carbonyl radical (- 
C=0-) substituted v/ith an alkyl radical such as acyl or alkanoyl, as described above. 

The term "carboxylic acid" used herein, alone or in combination with other 
30 radicals, denotes a -COOH group, and includes derivatives of carboxylic acid such as 
esters and amides. The term "ester" used herein, alone or in combination with other 
radicals, denotes -COO- group, and includes carboxylic acid derivatives, where the 
ester moieties are alkoxycarbonyl, such as methoxycarbonyl, ethoxycarbonyl, and the 
like, which may be substituted; aryloxycarbonyl group such as phenoxycarbonyl. 
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napthyloxycaibonyl, and the like, which may be substituted; aralkoxycarbonyl group 
such as benzyloxycarbonyl. phenethyloxycarbonyl, napthylmethoxycarbonyl, and the 
like, which may be substituted; heteroaryloxycarbonyl, heteroaralkoxycarbonyl, 
wherein the heteroaryi group, is as defined above, which may be substituted; 
heterocyclyloxycarbonyl, where the heterocycUc group, as defined earlier, which may 
be substituted. 

The term "amide" used herein, alone or in combination with other radicals, 
represents an aminocarbonyl radical (H2N-C=0-), wherein the amino group is mono- or 
di-substituted or unsubstituted, such as methylamide, dimethylamide, ethyla^ide, 
diethylamide, and the hke. The term "aminocarbonyr used" herein, either alone or iL 
combination with other radicals, with other tenns such as 'aminocarbonylalkyr, «n- 
alkylaminocarbonyl", "N-arylaminocarbonyl», «N,N-dialkylaminocarbonyl», "N-alkyl- 
N-arylaminocarbonyl», "N-alkyl-N-hydroxyaminocarbonyl", and "N-alkyl-N- 
hydroxyaminocarbonylalkyl", substituted or unsubstituted. The terms "N- 
alkylaminocabonyl" and "N,N-dialkylaminocari>onyl" denotes aminocarbonyl radicals, 
as defined above, which have been substituted with one alkyl radical and with two alkyl 
radicals, respectively. Preferred are "lower alkylaminocarbonyl" having lower alkyl 
radicals as described above attached to aminocarbonyl radical. The terms "N- 
aiylaminocarbonyl" and «N-aIkyl-N-arylaminocaibonyl" denote amiocarbonyl radicals 
substituted, respectively, with one aryl radical, or one alkyl, and one aryl radical. The 
term "aminocarbonylalkyl" includes alkyl radicals substitiited witii aminocarbonyl 
radicals. 

The term "hydroxyalkyl" used herein, either alone or in combination with other 
radicals, denotes an alkyl group, as defined above, substituted with one or more 
hydroxy radicals, such as hydroxymethyl, hydroxyetiiyl, hydroxypropyl, hydroxybutyl, 
hydroxypentyl, hydroxyhexyl and the hke. 

The term "aminoalkyl" used herein, alone or m combination witii other radicals, 
denotes an amino (-NH2) moiety attached to an alkyl radical, as defined above, which 
may be substituted, such as mono- and di-substituted aminoalkyl. The term 
"alkylammo" used herein, alone or in combination with other radicals, denotes an alkyl 
radical, as defined above, attached to an amino group, which may be substituted, such 
as mono- and di-substituted alkylamino. 

The term "alkoxyalkyi" used herein, alone or in combination witii otiier 
radicals, denotes an alkoxy group, as defined above, attached to an alkyl group, such as 
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methoxymethyl, ethoxymethyl, methoxyethyl, ethoxyethyl and the like. The term 
"aryloxyalkyl" used herein, alone or in combination with other radicals, includes 
phenoxymethyl, napthyloxymethyl, and the like. The term "aralkoxyalkyl" used 
herein, alone or in combination with other radicals, includes CgHsCHjOCHa, 
C6H5CH2OCH2CH2, and the like. 

The term "alkylthio" used herein, either alone or in combination with other 
radicals, denotes a straight or branched or cyclic monovalent substituent comprising an 
alkyl group of one to twelve carbon atoms, as defined above, linked through a divalent 
sulfur atom having a free valence bond from- the sulfur atom, such as methylthio, 
ethylthio. propylthio, butylthio, pentylthio and the like. Examples of cycUc alkylthio 
are cyclopropylthio, cyclobutylthio, cyclopentylthio, cyclohexylthio and the like, which 
may be substituted. 

The term "thioalkyl" used herein, either alone or in combination with other 
radicals,- denotes an alkyl group, as defined above, attached to a group of formula -SR', 
where R' represents hydrogen, alkyl or aryl group, e.g. thiomethyl, methylthiomethyl, 
phenylthiomethyl and the like, which may be substituted. 

The term "arylthio' used herein, either alone or in combination with other 
radicals, denotes an aiyl group, as defined above, linked through a divalent sulfiir atom, 
having a free valence bond from the sulfur atom such as phenylthio, napthylthio and the 
20 hke. 

The term "alkoxycarbonylamino" used herein, alone or in combmation with 
other radicals, denotes an alkoxycarbonyl group, as defined above, attached to an 
ammo group, such as methoxycarijonylamino, ethoxycaibonylamino, and the like. The 
term "aryloxycarbonylamino" used herein, alone or in combmation with other radicals, 
draiotes an aryloxycarbonyl group, as defined above, attached to the an amino group, 
such as CfiHjOCONH, C6H5OCONCH3, C6H5OCONC2H5, C6H4(CH30)CONH, 
C6H4(OCH3)OCONH, and thp hke. The term "aralkojq^carbonylamino" used herein, 
alone or in combination with other radicals, denotes an aralkoxycarbonyl group, as 
defined above, attached to an amino group CsHjCHaOCONH, 
30 C6H5CH2CH2CH2OCONH, C6H5CH2OCONHCH3, CfiHsdiiOCONCaHs, 

C6H4(CH3)CH20CONH, C6H4(OCH3)CH20C01SIH, and the like. 

The term "aminocarbonylamino", "alkylaminocarbonylamino", 
"dialkylaminocarbonylamino" used herein, alone or in combination with other radicals. 
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denotes a carbonylamino (-CONH2) group, attached to amino(NH2), alkylamino group 
or dialkylamino group respectively, where alkyl group is as defined above. 

The term "amidino" used herein, either alone or in combination with other 
radicals, denotes a -C(=NH)-NH2 radical. The term "alkylamidino" denotes an alkyl 
radical, as discussed above, attached to an amidino group. 

The term "hydrazine" used herein, either alone or in combination with other 
radicals, denotes -NHNH-, suitably substituted with other radicals, such as alkyl 
hydrazine, where an alkyl group, as defined above is attached to a hydrazino group. 

The term "alkoxyamino" used herein, alone or in combination with other 
radicals, denotes an alkoxy group, as defined above, attached to an amino group. The 
term "hydroxyamino" used herein, alone or in combination with other radicals, denotes 
-NliOH moiety, and may be substituted. 

The term "sulfenyl" or "sulfenyl and its derivatives" used herein, alone or in 
combination with other radicals, denotes a bivalent group, -SO- or R^SO, where Rx is 
15 substituted or unsubstituted alkyl, aryl, heteroaryl, heterocyclyl, and the hke. 

The term "sulfonyl" or "sulfones and its derivatives" used herein, either alone 
or in combination with other radicals, with other terms such as alkylsulfonyl, denotes 
divalent radical -SO2-, or KSO2-, where Rx is substituted or unsubstituted groups 
selected firom alkyl, aryl, heteroaryl, heterocyclyl, and the like. "Alkylsulfonyl" denotes 
alkyl radicals, as defined above, attached to a sulfonyl radical, such as methylsulfonyl, 
ethylsulfonyl, propylsulfonyl and the hke. The term "arylsulfonyl" used herem, either 
alone or in combination with other radicals, denotes aryl radicals, as defined above, 
attached to a sulfonyl radical, such as phenylsulfonyl and the like. 

The term "substituted" used alone or in combmation with other radicals, denotes 
25 suitable substituents on that radical such as substituted alkyl, substituted alkenyl, 
substituted alkynyl, substituted cycloalkyl, substituted aryl, etc, mentioned anywhere in 
the specification. The suitable substituents include, but are not limited to the following 
radicals, alone or in combination with other radicals, such as, hydroxyl, 0x0, halo, thio, 
nitro, amino, cyano, formyl, amidmo, guanidino, hydrazino, alkyl, haloalkyl, 
30 perhaloalkyl, alkoxy, haloalkoxy, perhaloalkoxy, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, bicycloalkyl, bicycloalkenyl, alkoxy, alkenoxy, cycloalkoxy, aryl, 
aryloxy, aralkyl, aralkoxy, heterocylyl, heteroaryl, heterocyclylalkyl, heteroaralkyl, 
heteroaryloxy, heteroaralkoxy, heterocyclyloxy, heterocyclylalkoxy, 

heterocyclylalkoxyacyl, acyl, acylojqr, acylamino, monosubstittjted or disubstituted 
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amino, arylamino, aralkyiamino, carboxylic acid and its derivatives such as esters and 
amides, carbonylamino, hydroxyalkyL, aminoaikyl, alkoxyalkyl, aryloxyalkyl, 
aralkoxyalkyl, alkylthio, thioalkyl, arylthio, alkylsulfonylamino, alkylsulfonyloxy, 
alkoxycarbonylamino, aryloxycarbonylamino, aralkyioxycarbonylamino, 

amino carbonylamino, alkylaminocarbonyiamino, alkoxyamino, hydroxyl amino, 
sulfenyl derivatives, suifonyi derivatives, sulfonic acid and its derivatives, phosphonic 
acid and its derivatives. 

Suitable groups and substituents on the groups may be selected from those 
described anywhere in the specification. 

Particularly usefiil compounds according to the presefit invention includes 
Ethyl (2S)-ethoxy-3-[4-<5-methyl-2-tMophen-2-yl-oxazol-4-ylmethoxy^^^ 
propanoate; 

Ethyl (2S)-etiioxy-3-{4-[2<5-methyl-2-tMophen-2-yl-oxazol-4.yl)-et^^ 
propanoate; 

Ethyl (2S)-ethoxy-3-{4-[5-methyl-2-(5-methyl-thiophen-2-yl)-oxazol-4-ylmethoxy 
phenyl}-propanoate; 

Ethyl (2S)-ethoxy-3-(4-{2-[5-methyl-2-(5-methyl-thiophen-2-yl)-oxazol-4-yl]-etho 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy-3-{4-[5-methyl-2<3-methyl-thiophen-2-yl)-oxazol-4-yhnet^^ 
phenyl}-'propanoate; 

Ethyl (2S)-ethoxy-3-(4-{2-[5-methyl-2-(3-methyl-thiopheii-2-yl)-oxaz^^^^ 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-thiophen-3-yl-oxa2ol-4-ylmethox^^ 
propanoate; 

Ethyl (2S)-ethoxy-3-{4-[2-(5-metiiyl-2-thiophen-3-yl-oxazol-4-yl)-et^^ 
propanoate; 

Ethyl 3-[4-(2-benzo[b]tbiophen-2-yl-5-methyl-oxa2ol-4-ylmethoxy)-phenyl]-(2S)- 
ethoxy-propanoate; 

Ethyl 3-{4-[2<2-benzo[b]tMophen-2-yl-5-methyl-oxazol-4-yl)-^thoxy]-phen^^ 
ethoxy- propanoate; 

Ethyl (2S)-ethoxy-3-[4-(2-fiiran-2-yi-5-methyi-oxazol-4-ylmethoxy)-ph^ 
propanoate; 

Ethyl (2S)-ethoxy-3-{4-[2-(2-£in:an-2-yl-5-methyl-oxazol-4-yl)-ethoxy]-^^ 
propanoate; 
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Ethyl (2S)-ethoxy-3-[4<5-methyl.2-quinoIm-2.yl-oxazoM-ylm^ 
propanoate and its pharmaceutically acceptable salts; 

Ethyl (2S>ethoxy-3.{4.[2-(5-methyl.2-qumolm.2-yl-oxazo^^^^^ 
propanoate and its pharmaceutically acceptable salts; 

Ethyl (2S>eUioxy-.3-{4-[3<5-methyl.2-thiophen-2-yl.oxazol-4^^^^ 
propanoate; 

Ethyl (2S>ethoxy.3-{4-.[5.methyl-2K5.phenyRMophen-.2-yl).oxazoM.^^^^ 
phenyl} -propanoate; 

Ethyl (2S)-ethoxy-3-{4-[5-methyl-2-(5-cMoro-thiophen-2-yl>oxazol-4.yM^^ 
phenyl} -propanoate; 

Ethyl (2S>ethoxy«3-{4-[5-naethyl.2-(5-bromo-tWophen.2.yl)-oxazol-4^^ 

phenyl} -propanoate; 

Ethyl (2S)-ethoxy-3-{4-[5-methyi-2-(5-methyl.furan-2-^^^ 
phenyl} -propanoate; 

Ethyl (2S)^ethoxy.3-(4-{2-[5-methyl-2-(5-phenyl-thiophen-^^^^ 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy.3.(4-{2.[5.methyl.2-(5-cWoro4hiophen-2-yl)-oxazo^^^^ 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy-3-(4-{2-[5-methyl-2-(5-bromo-tWophen-2-yl)-oxazol-4-^^^ 
phenyI)-propanoate; 

Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-pyridin-2-yl-oxazol-4-ylmethoxy>^^ 
propanoate and its pharmaceutically acceptable salts; 

Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-pyridm-4-yl-oxazol-4-ylmethoxy)-^^^ 
propanoate and its pharmaceutically acceptable salts; 

Ethyl (2S)-ethoxy<3-[4-{2-(5-methyl-2-pyridin-3.yl-oxazol-4-yl).ethoxy}-^^^ 
propanoate and its pharmaceutically acceptable salts; 

Ethyl (2S>ethoxy-3-[4-(5-methyl-2-pyridinO-yI-oxazoM-y^ 
propanoate and its pharmaceutically acceptable salts; 

(2S).Ethoxy-3-[4-(5"methyl-2-tMophen-2-yl.oxazol-4-ylmethoxy)-phenyl]-^^^ 
acid and its pharmaceutically acceptable salts; 

(2S)-Ethoxy.3-{4-[2-(5.methyl-2-thiophen.2"yl-oxazoM-yl).ethoxy]-^^^ 
propanoic acid and its pharmaceutically acceptable salts; 

(2S)-Ethoxy.3-{4-[5.methyl-2-(5-methyl-thiophen-2-yl)-oxazol-4-yhnethoxy]- 
phenyl}- propanoic acid and its pharmaceutically acceptable salts; 
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(2S)-Ellioxy~3-(4-{2-[5-methyl.2-(5-me%l-thiophen-2-yl)-oxazol-4^^^ 
phenyl)-.propanoic acid and its phannaceutically acceptable salts; 
(2S)-Ethoxy-3-{4-[5-methyl-2-(3-methyl-thiophea-2-yl)-.oxazol«4-yM^ 
phenyl} -propanoic acid and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3<4-{2-[5-methyl-2-(3-methyl-thiophen-2-yl)-oxa2oI-4-yl]-ethoxy}- 
phenyl)-propanoic acid and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3-[4-(5-niethyl-2-tMophen-3-yl-oxa2oM-ylmetho^qr)-phenyl] 
acid and its pharmaceutically acceptable salts; 

(2S>Ethoxy-3-{4-[2-(5-niethyl-2-tMophen-3-yl-oxazol-4-yl)-eth^^^^ 
propanoic acid and its phannaceutically acceptable salts; 

3-[4-(2-Benzo[b]thiophen-2-yl-5-methyl-oxa2ol-4-ylnieA^ (2S)-ethoxy- 
propanoic acid and its phannaceutically acceptable salts; 
3-{4-[2-(2-Benzo[b]thiophen-2-yl-5.niethyl-oxazol-4.yi)-ethoxy^ 
ethoxy-propanoic acid and its phannaceutically acceptable salts;* 

(2S)-Ethoxy-3-[4-(2-furan-2-yl-5-niethyl-oxazol-4-ylnietho>iy)-phen^^^ acid 
and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(2-furan-2-yl-5-niethyl-oxazol-4-yl)-ethoxy]-phenyl}-^^^ 
acid and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3-[4-(5-methyl-2-quinolin-2-yl-oxazol-4-ylniethoxy)-phenyy 
acid and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-qiiinolin-2-yl-oxazol-4-yl)-et^^ 
propanoic acid and its pharmaceutically acceptable salts; 
(2S>Ethoxy-3-{4-[3-(5-niethyl-2-tWophen-2.yl-oxazol-4-yl)-^^^ 
propanoic acid and its pharmaceutically acceptable salts; 
(2S)-Ethoxy-3-{4-[5-methyl-2-Benzofuran-2-yl)-oxazol-4-ylmeti^^ 
propanoic acid and its pharmaceutically acceptable salts; 
(2S)-Ethoxy-3-{4-[5-methyl-2-(5-chloro-thiophen-2-yl)-oxazol-4-yhnethoxy^ 
propanoic acid and its pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[5-methyl-2-(5-bromo-tWophen-2-yl)-oxazol-4-yimethoxy]-ph^ 
propanoic acid and its pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[5-methyl-2<5-methyl-furan-2-yl)-oxazoM-ylmeA^ 
propanoic acid and its pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-(4-{2-[5-methyl-2-(5-phenyl-thiophen-2-yl).oxazol-4-yl]-^^^ 

phenyl)- propanoic acid and its pharmaceutically acceptable salts; 
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(2S)-Ethoxy-3-(4-{2-[5-methyl-2-(5-cWoro-tWophen-2-yl)-oxazol-4-yl]-et^^ 
phenyl)- propanoic acid and its pharmaceutically acceptable salts; 
(2S)-Ethoxy-3 -(4- {2-[5-methyl-2-(5-bromo-tMophen-2-yl)-oxazol-4^^^ 
phenyl)- propanoic acid and its pharmaceutically acceptable salts; 
(2S)-Ethoxy.3-(4-{2-[5-methyl-2-(5--methyl-furan-2"yl)-oxa2ol-4-^^^ 
propanoic acid and its pharmaceutically acceptable salts; 

2(S)-Ethoxy-3-[4-(5-methyl-2-pyridin-2-yl-oxazol-4-yknethoxy)-phenyl]- propanoic 
acid and its pharmaceutically acceptable salts; 

2(S)-Ethoxy-3-[4-(5-methyi-2-pyridin-4-yl-oxazol-4-ylmethoxy)-phenyl]- propanoic 
acid and its pharmaceutically acceptable salts; 

2(S)-Ethoxy-3 -[4-(5-methyl-2-pyridin-3 -yl-oxazol-4-ylmethoxy)-phenyl]- propanoic 
acid and its pharmaceutically acceptable salts; 
3-(6-Benzyloxy-naphthalen-2-yl)-2-ethoxy-propan-l-ol; 

(2S)-Ethoxy-.3 - {4-[2-(5 -methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl} -propan- 1 -ol; 
(2S)-Ethoxy-3-{4-(4-hydroxyO-methyl-3,4-dihydro-quinazolin-2yl-methoxy)-pheny^ 
propan- 1 -ol; 

2- Hydroxy-3 - {4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl} -propan- 1 -ol; 

3- {4-[2-(2,3-Dihydro-benzo[l,4]thiazin-4-yl)-ethoxy]-phenyl}-(2S)-ethoxy-prop 
ol; 

(2S)-Ethoxy-3 -[4-(2-(phenoxazin- 1 0-yl)-ethoxy)-phenyl]-propan- l-ol; 

3-[4-(2-(Carbazol-9-yl)-ethoxy)-phenyl]-(2S>ethoxy-propan-l-ol; 

3-{4-[2-(3,4-Dihydro-2H-quinolm-l-yl)-ethoxy]-phenyl}-(2S)-ethoxy-prop^^ 

(2S)-Ethoxy-3-[4-(2-(indoH-yl)-ethoxy)-phenyl]-propan-l-ol; 

(2S)-Ethoxy-3-[4-(2-(phenothiazin-10-yl)-ethoxy)-phenyl]-propan-l-ol; 

3-{4-[2~(2,3-Dihydro-benzo[l,4]oxazin-4-yl)-ethoxy]-phenyl}-(2S)-ethoxy-propan-l- 

3-{4-[2-(5-Methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-2-phenylsulfanyl-propan-l- 
ol; 

(2S)-Ethoxy-3-{4-[2-(methyl-pyridin-2-yl-amino)-ethoxy]-phenyl}-propan-l-ol and its 
pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(5-ethyl-pyridin-2-yl)-ethoxy]-phenyl}-propan-l-ol and its 
pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-[4-(5-methyl-2-tWophen-2-yl-oxazol-4-ylmetho?Q^)-phenyl]-prop^^ 
ol; 
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(2S)-Ethoxy-3- {4-[2-(5-methyl-2-thiophen-2-yl-oxa2ol-4-yl)-ethoxy]-^^ -propan- 
l-ol; 

(2S)-Ethoxy-3<4-{2-[2-methyl-5-(4-methylsulfanyl-pheayl)-pyr^ 
phenyl)-propan-l -ol; 

(3S)-Ethoxy-4-{4~[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-plienyl}-butaii-l-ol; 

(2S)-Ethoxy-3-(4-(2-[5-methyl-2-(4-me1iiylsulfanyl-phenyl)-oxazoM^ 

pheny l)-propan- 1 -ol; 

(2S)-Amino-3-{4-[2-<5-methyl-2-phenyl-oxazol-4-yl)-elJioxy]-phenyl}-pro^ 
and its phaimaceutically acceptable salts; 
(2S)-tert-butoxycarbonylamino-3-[4-(5-methyl-2-phenyl-oxaL2^ 
phenyl]- propan-l-ol; 

(2S)-tert-butoxycarbonylamino-3-{4-[2-(5-methyl*2-phenyl-oxa2ol-4-yl)-eth^ 
phenyl}-propan-l-ol; 

(2S)-Ethoxy-3-(4-{2-[2-methyl-5-( benzofuran-2-yl)-pyrroH-yl]-ethoxy}-phenyl)- 
propan-l-ol; 

(2S)-Ethoxy-3-(4-{242-methyl-5-(benzo[l,3]dioxol-5-yl)-pyrrol-l-yl]-eth^ 
phenyl)-propan- 1 -ol; 

(2S)-Ethoxy-3 -[4-(l -methyl- 1 H-benzoiniidazol-2~yl methoxy)-phenyl]-propan- 1 -ol; 

(2S)-Ethoxy-3-[4-(5-methyl-3rphenyl-isoxazol-4-ylmethoxy)-phenyl]-propan-l-ol; 

(2S)-Ethoxy-3-{4-[2-(5-ethyl-pyridin-2-yl)-2-hydroxy-ethoxy]-phenyl}-propan-l-ol; 

(2S)-Ethoxy-3 -[4-(2-benzoimidazol- 1 -yl-ethoxy)-phenyl]- propan- 1 -ol; 

(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-propan-l-ol; 

(2S)-Ethoxy-3-(4-{2-[2-methyl-5-(5-methyl-thiophen-2-yl)-pyrrol-l-yl]- 

phenyl)-propan- 1 -ol; 

(2S)-Ethoxy-3 -[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-propan- 1 ,2-diol; 

1- Ethoxy-(2S)-ethoxy-3-[4-{2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy}-phenyl]- 
propane; 

2- ((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propoxy)- 
ethanol; 

2-((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propoxy)- 
benzoic acid and its pharmaceutically acceptable salts; 

.(2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propyl bromo 
acetate; 
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l-EthoxyK2S).ethoxy-3.[4.{2<-3,4.Dihydro.2HWo[l,4]thia^ 
ethoxy}phenyl]- propane; 

l-Propoxy-(2S)-ethoxy.3.[4-{2-(5.methyI-2-pheayl-oxazo^^^^^^ 

propane; 

2<(2S)-Ethoxy-3-[4<5-methyl-2-phenyl-oxa2ol-4-ylmethoxy)^^^^^ 
benzoic acid and its phaimaceuticaUy acceptable salts; 

l-Ethoxy-(2S)-ethoxy-3-[4-(5-methyV2.phenyl-oxazol-4-ylme^ 

propane; 

(2S)-Ethoxy-3-[4.(5-methyI-2-phenyl-oxazol-4-ylmethoxy)-pheny^ 

propane; 

(2S)-EtlK3xy.l.ethylsulfmyl-3.{4<5.methyI.2.phenyi-oxa2^^ 

propane; 

(2S)-Ethoxy-l-e&ylsulfanyl.3-{4.(5-methyl.2-p^^^^ 

propane; 

(2S)-Ethoxy-3-[4<5-methyl-2-phenyl.oxazol-4-ylmethoxy)-ph^^^^^ 

propane; 

(3S).Ethoxy-4-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-^^^^^ 

(2S)-Ethoxy-lH-tetrazole-3-[4-(5-methyl-2-phenyl-oxazol-4.ylmetho^^^^ 

propane; 

2-Ethoxy-144-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyI]-pentan^ 
2,3-Diethoxy-I-[4-(5-methyl-2-phenyl-oxazol^ylmethoxy>phenyl]. pentane;' 

2- Ethoxy-l-{4-[2K5-methyl-2.pfaenylK,xa2ol-4-yl>ethoxy]-p^^ 

2,3-Diethoxy-l-{4-[2-(5-methyl-2-phenyl-oxa2ol-4-yl)-ethoxy]-^^^^ 

((2S)-Ethoxy-3-{4-[2<5-methyl-2-phenyl.oxa2ol-4.yl).etho 
acetic acid and its phannaceutically acceptable salts;. 

3- (4-Benzyloxy-pIienylH2S)-ethoxy-propyl-methanesulfonate; 

(2S)-ethoxy-3-[4.(5-methyl-2.phenyl-oxa2ol^ylmethoxy)-phenyl]-^^^^^ methane 
sulfonate; 

(2S).Ethoxy.3-{4.[2K2-methyl-5.(5-methyl.A^^^^ 
phenyl}-propyl-methane sulfonate; 

(2S).Ethoxy-3.{4.[2-(5.methyl-2-phenyl.o^^^^ 
methane sulfonate; 



27 



wo 2004/04611 




PCT/IN2003/000358 



(2S)-ethoxy-3.[4-(5^methyl-2«thiophen-2-ylH>xazol-4^^ 

methanesulfonate; 

, (2S)-ethoxy-3-{4-[2-(5-ethyl-pyridm-2.yl).ethoxy]-phenyl}- propyl methanesulfonate; 

(2S)-Ethoxy-l-methoxT-3-{4.[2<5.methyl-2-tMophen-2-yl-oxa2ol-4.^^^^^ 
phenyl}- propane; 

l-Ethoxy-(2S)-ethoxy-3.(4-{2.[5-methyl-2-(4-methylsulfanyl-phenyl)-oxa2ol-4-yl]- 
ethoxy}-phenyl)- propane; 

l-Ethox7-(2S)-ethoxT -3-{4-[2-(5-methyl.2-thiophen-2-yl-oxazol-4.yl)-ethoxy]- 
phenyl}- propane; 

(2S)-Ethoxy-3-[4-(5-methyl-2-thiophen.2-yl-oxazol-4-ybnefhoxy)-phenyl]-l-etho5{y 
propane; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-benzofliran-2-yi-pyrrol-l-yl)-ethoxyJ-phenyl}- 
propyl-methanesulfonate; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-benzo[l,3]dioxol-5-yl.pyrrol-l..yl)-ethoxy]-phenyl}- 
propyl-methanesulfonate; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-benzofuran-2-yl-pyrrol-l-yl)-ethoxy]-pheayl}- 
propyl-(4-methyl phenyl)-sulfonate; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-benzo[l,3]dioxol-5-yl.pyiTol-l-yl).ethoxy]-pheuyl}- 
propyI-(4-methyl phenyl)-sulfonate; 

l-Ethoxy<2S>ethoxy-3-[4<l-methyl-lH-benzoiinidazol-2-yhnethoxy)-phenyl]- 
propane; 

(2S)-Ethoxy-3-{4-(5-methyi^-phenyl-oxazol-4-yhnethoxy)-phenyl}-l-propoxy 
propane; 

l-Ethoxy-(2S)-ethoxy-3-[4-(5-inethyl-3-phenyl-isoxazol-4-yl methoxy)-phenyl]. 
propane; 

(2S)-tert-Butoxycarbonylamino-3-[4-(5-niethyl-2-phenyl-oxazol-4-yhnethoxy)- 
phenyl]- propyl methanesulfonate; 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazoI-4-yl)-ethoxy]-phenyl}-propyl amine 
and its pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-[4-{3-methyl-3H-quinazolin-4-on-2yl methoxy>phenyl]propyl amine 
and its pharmaceutically acceptable salts; 

((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxa2ol-4-yl)-ethoxy]-phenyl}-propyl)- 
isopropyl-amine and its pharmaceutically acceptable salts; 
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3-{4-[2<2,3-Dihydro-benzo[l,4]thia2in-^yI)-ethoxy]-phenyl}-(2S)-eth^^^ 
amine and its phaimaceutically acceptable salts; 

3-(4-Benzyloxy-phenyl)-(2S)-ethox7-propyl amine and its phannaceutically acceptable 
salts; 

(2S)-Ethoxy-3-[4-(5-methyl-2-thiophen-2-yl-oxazol-4-ylmethoxy)-phenyl]- 
propylamine and its phannaceutically acceptable salts. 

(2S)-Ethoxy-3-[4-(5-methyl-2-plienyl-oxazol-4-yImethoxy)-plienyl]-propylaraineand 
its pharmaceutically acceptable salts; 

N-tert-Butoxycarbonyl-(2S)-etlioxy-3-[4-(5-niethyl-2-phenyl-oxazol-4-ylmethoxy)- 
phenyl]-pr6pyl amine; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-(5-methyl-thiophen-2-yl)-pyrrol-l-yl)-ethoxy]- 
phenyl} -propylamine and its phannaceutically acceptable salts; 

N-((2S)-Ethoxy-3-{4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl}-propyl)r 

methane sulfonamide; 

(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-piopylamineand 
its pharmaceutically acceptable salts; 

[(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-yhnethoxy)-phenyl]-propyl]-ethyl- 
amine and its pharmaceutically acceptable salts; 

[(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ybnethoxy)-phenyl]-propyl]- 
isopropyl-amme and its pharaiaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-benzo[l,3]dioxol-5-yl-pynol-l-yl)-ethoxy]-phenyl}- 
propylamine and its pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-ben2ofuran-2-yl-pyrrol-l-yl)-ethoxy]-phenyl}- 
propylamme and its pharmaceutically acceptable salts; 

N-[(2S>Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-propyl]-2,2,2- 
trifluoro-acetamide; 

N-Ethoxycarbonyl-((2S)-ethoxy-3-{4-(5-methyl-2-phenyl-oxazol-4-yhnethoxy)- 
phenyl}-propyl)amine; 

N-Benzyloxycarbonyl-((2S)-etho:^-3-{4-(5-methyl-2-phenyl-oxazol-4-yhnethoxy)- 
pheny 1} -propyl)amine; 

N-[(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-propyl]- 
acetamide; 

(2S)-Hydroxy-3-{4-[2-(5-methyI-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propylazide; 
3-(4-Ben2ylo7qf-phenyl)-(2S)-ethoxy-propyla2ide; 
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(2S)-Ethoxy-3-{4-[2-(5-methyl-2-pIienyl-oxazol-4-yl)-ethoxy]-pheiiyl}-propyla2ide; 
(2S)-Ethoxy-3-{4-[2-(5-ethyl-pyridin-2.yl)-ethoxy]-phenyl}. propyl azide and its 
pharraaceutically acceptable salts; 

(2S)-Ethoxy.3-[4-(5-methyl-2-phenyi-oxazol-4-ylmethoxy)-phenyl]- propyl azide; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-(5-methyl-thiophen-2-yl)-pyrrol-l-yl).ethoxy]- 
phenyl}- propyl azide; 

(2S)-Ethoxy-3-{4-[2-(5^yl-pyridine-2-yl>2<tert-butyldimethyl-silanyloxy)-ete 
phenyl}- propyl azide and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(5.ethyl-pyridine-2-yl)-2-hydroxy-ethoxy]-phenyl}- propyl azide 
and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(methyl-pyridin-2-yl-ainino)-ethoxy]-phenyl}- propyl azide and 
its pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-[4-(5-methyl-2-thiophen-2-yl-oxazol-4-ylmethoxy)-phenyl]- propyl 

azide; 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-thiophen-2-yl-oxazol-4-yl).ethoxy]-phenyl}-propyl 

azide; 

(2S)-Hydroxy-3-[4-(5-methyl-2-phenyl-oxazol-4-yl)-methoxy)-phenyl]- propyl azide; 

(2S)-Amino-3-{4-[2-(5-methyl-2-phenyi-oxazoI-4-yl)-ethoxy]-phenyl}- propyl azide 
and its pharmaceutically acceptable salts; 

(2S)-Amino-3-{4-[2-(5-methyi-2-phfinyl-oxazol-4-yl)-methoxy]-phenyl}- propyl azide 
and its phannaceutically acceptable salts; 

(2S)-tert-butoxycarbonylamino-3-[4-(5-inethyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]- 
propyl azide; 

(2S)-tert-butoxycaibonylamino-3-[4-(5-methyl-2-phenyl-oxazol-4-yl-ethoxy)-phenyl3- 

prppyl azide; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-benzo[l,3]dioxol-5-yl-pyrrol-l-yl)-ethoxy]-phenyl}- 
propyl azide; 

(2S)-Ethoxy-3-{4-[2-(2-metiiyl-5-benzofuran-2-yl-pyrrol-l-yl)-etiioxy]-phenyl}- 
propyl azide; 

N-Benzyloxycarbonyl-(2S)-ethoxy-3-{4-[2.(5-metiiyl-2-phenyl-oxazol-4-yI)-etiioxy]- 
phenyl} -propyl amine; 

N-tert-Butoxycarbonyl-(2S)-Ethoxy-3-{4-[2-(5-metiiyl-2-phenyl-oxa2ol-4-yl)-ethoxy]- 
phenyl}- propyl amine; 
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N.tert-ButoxycarbonyI-3.{4-[2-(2,3-dihydro-benzo[l,4]thiazin^yl)-ethox^^ 
(2S)-ethoxy-propyl amine; 

N-((2S).EthoxyO-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl).ethoxy]-phenyl} 
acetamide; 

3-(4-Benzyloxy-phenyl)- N-tert-butoxycarbonyl -(2S)-ethoxy-propyl amine; 
N-tert-Butoxycarbonyl -(2S)-eth6xy -3-(4-hydroxy-phenyl)- -propyl amine; 

N-tert-Butoxycarbonyl-(2S)-ethoxy-3-{4-[2-(5-ethyl-pyridin-2-yl)-ethoxy]-phenyI}- 
propyl amine; 

(2S)-Ethoxy-l-ethylsulfanyl-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxTr]- 
phenyl} -propane; 

(2S)-Ethoxy-l-ethylsulfonyl-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]- 
pbehyl} -propane; 

The compounds of the general formula (I), namely (la), (lb), (Ic), (Id) and (le) 
may be prepared by one or more methods described in scheme I. 



Scheme I: 



A-(CH2)„-X-Ar'^Y^R^ 

an) 



A-(CH2)q— X-Ar- 
(Ic) 



SR, 



Gi 



Method A 



^ A-(CH2)„-X-Ar- 

(la) 



Method C 



Mettiod 



A-(CH2)„-X-Ar--^^CN 
Gi 



"OH 



Gi 



Method B 



A-(CH2),-X-Ar--Y^ORi 
(lb) Gi 



Method D 



(le) 



A-(CH2)„-X-Ar— 

(Id) Gi 

0 The compounds of general formula (la) wherein all the symbols are as defmed earlier 
may be prepared by reduction of compounds of general formula QH) wherein all the 
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symbols are as defined earlier and represents OH, alkoxy, aiyloxy or aialkoxy and 



the like 



11) The compounds of general formula (I^) wherein all the symbols are as defined 
earlier may be converted to compounds of general formula (lb) wherein all the 
symbols are as defined earlier by alkylation, acylation or sulfonation. 
iii) The con^pounds of general fonnula (lb) wherein aU the symbols are as defined 
earher and OR, represents leaving groups such as mesylate, tosylate and the Uke are 
converted to compounds of general formula (lo), (Id), or (16) wherein aU the symbols 
are as defined earUer by reacting with metal salts of alcohols, phenols, thiols, sodium 
azide or sodium or potassium cyanide respectively. 

Method A: The compomuis of general fommia (HI) are reduced to compounds of 
general formula (Ia) by using suitable redudng agents such as LiAlH4 NaBK, 
diborane, NaBI^BFaOEt,, LiBH4. DIBAH, and the like. Suitable solvents appropriate 
for the reducmg agent used may be employed for e.g. with LiALHU, NaBH,. diborane, 
NaBHL,/BF30Et2 aprotic solvents such as THF, ether and the likes are preferred. With 
NaBH4, LiBH4 etc. alcoholic solvents may also be used. Reaction may be carried out at 
temperatures ranging firom 0 °C to the reflux temperature of the solvent(s) used. Inert 
atmosphere may be maintained using N., He, or argon gas. Reaction time may range 
fi-om 1 to 48 hours. 

Method B: The compounds of general formula (la) may be alkylated, acylated or 
sulfonated to corresponding compounds of general formula (lb). Alkyl haUdes, 
mesylates or tosylates and the like may be employed for alkylation. Acyl halides or 
anhydrides and suitable sulfonyl haUdes may be used for acylation and sulfonation 
respectively. Suitable bases like metal hydrides e.g NaH and the like, alkaU metal 
carbonates e.g. potassium carbonate, sodium carbonate and the like, sodmm hydroxide, 
potassmm hydroxide, organic bases e.g. trialkyl ammes and the Uke may be used! 
Reaction may be carried out in suitable solvents like DMF, DMSO, THF, acetone, 
dichloromethane, toluene and tiie like or mixtures tiiereof. Inert atmosphere may ho 
maintained using N2, He, or argon gas. reaction time may range from 1 to 48 hours. 
Metiiod C: The compounds of general fonnula (lb) where OR, represents leaving 
groups such as mesyl, tosyl and the like may be converted to compounds of general 
formula (Ic) by reacting with thiols in tiie presence of bases Uke NaH, KH, Na metal, 
potassium carbonate, sodium hydroxide, potassium hydroxide and the Uke. Reaction 
may be carried out in solvents Uke DMF, DMSO, toluene, acetone, THF and the Uke or 
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mixtures thereof. Reaction temperatures may range from 0 °C to the reflux temperature 
of the solvent(s) used. Inert atmosphere may be maintained using N^, He, or argon gas. 
reaction time may range from 1 to 48 hours. 

Method D: The compounds of general formula (lb) where ORi represents leaving 
groups such as mesyl , tosyl and the like may be converted to the compounds, of general 
formula (Id) or (le) by reacting with metal azides e.g. sodium azide or the like or 
cyanides e.g. sodium cyanide or potassium cyanide and the like respectively. Reaction 
may be carried out in solvents like DMF, DMSO, Toluene, THF and the like or 
mixtures thereof Reaction temperatures may range from 0 °C to the reflux temperature 
of the solvent(s) used. Inert atmosphere may be maintamed using N2, He, or argon gas. 
Reaction time may range from 1 to 72 hours. 

The compounds of the general formula (If), and (Ig) may be prepared by one or 
more methods described in sdbeme H. 

Scheme 11: 



A-(CH2)„-X-Ar'^y-^ 



R4 



m 

A-(CH2)„— X-Ar 
(Id) 




Method A 



Method A or E 



A-(CH2)„-X-Ar- y -NH2 



(If) 



Method B 



A-(CH2)n— X-Ar 




NR1R2 



i) The compounds of general fonuula (HI) wherein aU the symbols are as defined 
earUer and R, represents NH2, NR1R2 where R, and R2 are as defined earlier are 
reduced to compounds of general formula (H) where in all the symbols are as defined 
earlier. 

ii) The compounds of general formula (If) wherein aU the symbols are as defined earUer 
are converted to compounds of general formula (Ig), wherdn aU the symbols are as 
defined earlier by alkylation or acylation. 
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iii) The compounds of general formula (Id) wherein aU the symbols are as defined 
earUer are reduced to compounds of general fonnula (IQ wherein aU the symbols are as 
defined earlier. 

Method A: The compounds of general formula (ID) where R4 represents NH2 orNRiRj 
where Ri and R2 are as defined earlier may be reduced to compounds of general 
formula (If ) by a procedure similar to that described in method A of scheme I 
Method B: The compounds of the general formula (If) may be converted to compounds 
of general formula (Ig) by a procedure similar to that described in method B of scheme 
I. 

Method E: The compounds of general formula (Id) may be "reduced to compounds of 
general formula (If), using suitable reducing agents e.g. Pd on charcoal, Raney Ni and 
the like. Suitable solvents hke alcohols, ethyl acetate and the like or the mixtures 
thereof may be used. Reaction may be carried out under a pressure of hydrogen gas. 
Reaction temperature may range fi-om 0 °C to the reflux temperature of the solvent(s) 
used. Reaction may also be carriedout using the presence of PPha in moist solvents 
such as moist THF. 

The compounds of the general formula (I) may also be prepared by the general method 
described in scheme DI 
Scheme III 

A— (CH2)— L + liX-Ar^'^^y^G2 Method F 

(IV) (V) 
Further the compounds of the general formula (If), and (Ig) may be prepared by one or 
more methods described in scheme HI (a) 
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Scheme m(a): 

A-(CH2)5-L 
(IV) 




NR1R2 



Method F 



A-(CH2)„-X-Ar 

(ig) 




NR 



A-(CH2)„-X-Ar 

(If) ^1 

i) The compound of the general formula (Ig) wherein aU the symbols are as defined 
earUer may be prepared by reacting compounds of general formula (IV) with 
compomids of general formula (Va), wherein aU symbols are as defined earlier and L 
represents a leaving group such as halogen, mesylate, tosylate, triflate & the Uke. 

ii) The compound of general formula (Lg), when one of and is hydrogen and the 
other is acyl e.g. tert butoxy carbonyl or benzyloxy carbonyl apd the like may 
optionally be converted to the compounds of general formula (If ). 

Compounds of the general formula (la) and (lb) may be prepared by one or more 
methods described in scheme m (b) 



NH, 



Scheme in(b): 
A-(CH2)^L + HX-Ar 



(IV) 




Method F 



(Vb) ^1 



A-(CH2)„-X-Ar 
(lb) 




A-(CH2)n-X-Ar- 

(la) Gi 

i) The compound of the general formula (lb) wherein all the symbols are as defined 
earlier may be prepared by reacting compounds of general formula (TV) with 
compounds of general formula (Vb), wherein aU symbols are as defined earlier and L 
represents a leaving group such as halogen, mesylate, tosylate. triflate & the Uke. 

ii) The compound of general formula (lb), when R, represents acyl, benzyl, 
alkoxycarbonyl. aralkoxycarbonyl and the like may optionaUy be converted to thi 
compounds of general formula (la). 
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Method F: The compound of the general formula (Ig) or (lb) may be prepared by 
reacting compounds of general formula (IV) where L represents a leaving group such 
as halogen, mesylate, tosylate, triflate & the Uke, with compounds of general fonnula 
(Va) or (Vb) respectively. Suitable bases like metal hydrides e.g NaH and the like, 
5 alkah metal carbonates e.g. potasssium carbonate, sodium carbonate and the like, 
sodium hydroxide, potassium hydroxide, organic bases e.g. trialkyl amines and the like 
may be used. Reaction may be carried out in suitable solvents like DMF, DMSO, THF, 
acetone, dichloromethane, toluene and the like or the mixture thereof. Reaction 
temperature may range from 0 to the reflux temperature of the solvent(s) used. Inert 
10 atmosphere may be maintained using Na, He, or argon gas.-Reaction time may range 
from 1 to 72 hours. 

Method G: The compound of general formula (Ig) wherein one of the Ri and R2 is 
hydrogen and the other is acyl e.g. t^ butoxycarbonyl or benzyloxycarbonyl and the 
like may optionally be converted to the compounds of general formula (If) by using 

15 suitable deacylation methods e.g trifluroacetic acid to deprotect tertbutoxycarbonyl or 
hydrogenation using Pd/C and the like uiider hydrogen pressure to deprotect benzyloxy 
carbonyl groups. Suitable solvents appropriate for the reagent used may be used .e.g 
chlorinated hydrocarbons like dichloromethane and the like may be used along with 
trifluoroacetic acid. Alcohols are prefixed for hydrogenation. Reaction temperature 

20 may range from 0 to the reflux temperature of the solvent(s) used. Reaction time 
may range from 1 to 72 hours. 

Method H: The compound of general formula (lb) wherein Ri is acyl, benzyl, 
alkoxycarbonyl, aralkoxycarbonyl and the like may optionally be converted to the 
compounds of general formula (la) by using suitable deacylation or debenzylation 

25 methods e.g acidic or alkaline hydrolysis to deprotect acyl group or hydrogenation 
using Pd/C and the like under hydrogen pressure to deprotect benzyl group. Suitable 
solvents appropriate for the reagent used may be used .e.g aqueous alcohols are used 
for hydrolysis reactions. Alcohols, ester solvents or dioxane are preferred for 
hydrogenation. Reaction temperature may range from 0 to the reflux temperature of 

30 the solvent(s) used. Reaction time may range from 1 to 72 hours. 

The compounds of formula (Dla) may be prepared according to the following general 

scheme 

Scheme in(c) 
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10 



15 



20 



25 



30 




O 

O 



A— (CH2)„— L + HX— Ar-^^r^^R^ ^ ^ 

1^ A-(CH2)„— X-Ar ^ 

(IVa) (Vc) ^'"^^ 




i. reacting a compound of formula (IVa) wherein 'A' represents 4-oxazolyl group 
substituted with one or two substitutents selected from substituted or unsubstituted 
linear or branched (Ci-C,2)alkyl, substituted or unsubstituted single or fused 
heteroaryl or heterocycUc groups; 'Ar' represents unsubstituted divalent phenyl; Gi 
represents ORi or SRi, where R, represents hydrogen, perfluoro(Ci-C,2)alkyl, 
substituted or unsubstituted groups selected from linear or branched (Ci-Ci2)alkyl, 
cyclo(Ci.C,2)alkyl, aiyl, ar(C,-C,2)alkyl. heteroaryl, heteroar(Ci-Ci2)alkyl, 
heterocyclyl, alkoxyalkyl, aryloxyalkyl, alkoxycarbonyl, aryloxycaibonyl, 
cycloalkyloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyi or acyl groups; R4 
represents OH, alkoxy or aiyloxy, aralkoxy or NRjRa groups, where Ri & R2 are as 
defmed earUer; 'n' is an integer from 1-3; X represents O or S, by a process similar 
to that described in Method F above. 

ii. optionaUy hydrolysmg the compound of formula (ma) wherdn R4 represents 
alkoxy, aralkoxy. axyloxy or NRiR^ groups, where R, & R2 are as defined earUer. 
to a further con5)ound of formula (Dla) wherein R4 represents OH. 

The compounds (T) & (Hla) of the present invention may have asymmetric 
centers and may occur dther as racemates or racemic mixtures as wdl as individual 
stereoisomers, including optical isomers, being included in the present mvention 
Mixture of stereoisomers may be resolved by conventional methods such as microbial 
resolution, resolving the diastereomeric salts formed with chiral acids or chiral bases. 
Chiral acids may be tartaric acid, mandeUc acid, lactic acid, camphorsulfonic acid, 
amino acids and the like. Chiral bases may be cinchona alkaloids, (+) or (-) brudne, a- 
methyl benzylamine, (+) or (-) phenyl glycinol, ephedrine, amino sugars such as 
glucosamines or a basic amino acid such as lysine, arginine and the like. 

The compounds^O) & (ma) of the present invention may have asymmetric centers 
and may occur either as racemates or racemic mixtures as weU as individual 
diastereomers of any of the possible isomers, including optical isomers, being included 
in the present invention These can be isolated using conventional techniques known to 
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persons skUled in the art (Jaques et aL "Enantiomers. Racemates and Resolution", 
WUey Interscience, 1981; R. A. Sheldon, in "Chirotechnology", Marcel Dekker, Inc. 
NY. Basel, 1993, 173-204 and references therein; A. N. Collins, G. N. Sheldrack and J 
Crosby, in "ChiraUty in Industry H", John WUey & Sons, Inc, 1997, 81-98 and 
references therein; E. L. EUel and S. H. Wden, in "Stereochemistry' of Organic 
Compound", John Wiley & Sons, Inc, 1999, 297-464 and references therein). 

It will be appreciated that in any of the above mentioned reactions any reactive 
group in the substrate molecule may be protected, according to conventional chemical 
practice. Suitable protecting groups in any of the above mentioned reactions are those 
used conventionally in the art. The methods of formation and removal in such 
protecting groups are those conventional methods appropriate to the molecule being , 
protected. T. W. Gre^e and P. G. M.. Wuts "Protective groups in Organic Synthesis", 
John Wiley & Sons, Inc, 1999, 3«' Ed., 201-245 along with references therein. 

It wiU be appreciated that the above-mentioned preparation of the compounds of 
Formula (I) or (Illa), or phaimac«iticaUy acceptable salts thereof, and/or 
pharmaceuticaUy acceptable solvate thereof is a stereoselective procedure and that the 
compounds of formula (I) or (Hla), is a single stereoisomer. Favorably, a compound of 
formula (I) or (Ula), is present in admixture with less than 50% w/w of its facemic 
isomer, suitably 80 - 100 % and preferably 90 - 100 % pure, such as 90 - 95 %. most 
preferably 95 - 100 %, for example 95 %. 96 %, 97 %, 98 %, 99 % and 99.99 % 
optically pure. 

Preferably the compounds of Formula (I) or (Dla), or a pharmaceutically 
acceptable salt thereof and/or pharmaceutically acceptable solvate thereof is in 
optically pure form. 

The absolute stereochemistry of the compounds may be determined using 
conventional methods, such as X-ray crystallography. 

It will be appreciated that when substituents have different sites where they can 
be attached, such differently attadied substituents are also included in the present 
invention. 

"Pharmaceutically acceptable salt", where such salts are possible, inchades both 
pharmaceutically acceptable acid and base addition salts. The phaimaceutically 
acceptable base addition salts foraaing a part of this invention may be prepared by 
treating suitable compounds of tiie invention witii 1-6 equivalents of a base such as 
sodium hydride, sodium metiioxide, sodium etiioxide, sodmm hydroxide, potasshun 
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tert-butoxide, calcium hydroxide, calcium acetate, calcium chloride, magnesium 
hydroxide, magnesium chloride, magnesium acetate, magnesium alkoxide and the hke. 
Solvents such as water, acetone, ether, THF, methanol, ethanol, t-butanol, 2-butanone, 
dioxane, propanol, butanol, isopropanol, di/^opropyl ether, iert-bixtyl ether or mixtures 
5 thereof may be used. Organic bases such as lysine, arginme, methyl benzylamine, 
ethanolamine, diethanolamine, tromethamine, choUne, guanidine and their derivatives 
may be used. Acid addition salts, wherever applicable may be prepared by treatment 
with acids such as tartaric acid, mandeUc acid, fiimaric acid, malic acid, lactic acid, 
maleic acid, salicylic acid, citric acid, ascorbic acid, benzene sulfonic acid, p-toluene 

10 sulfonic acid, hydroxynaphthoic acid, methane sulfonic acid,^acetic acid, benzoic acid, 
succinic acid, palmitic acid, hydrochloric acid, hydrobromic acid, sulfuric acid, nitric 
acid and the like in solvents such as watear, alcohols, ethers, ethyl acetate, dioxane, 
THF, acetonitrile, DMF or a lower alkyl ketone such as acetone, or mixtures thereof 

Another aspect of the present invention comprises a pharmaceutical 

15 composition, containing at least one of the compounds of the general formula (I) or 
(lUa), their derivatives, their analogs, their tautomeric forms, their stereoisomers, their 
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates thereof as 
an active ingredient, together with pharmaceutically employed carriers diluents and the 
like. 

20 Pharmaceutical compositions containing a compotmd of the presmt invention 

may be prepared by conventional techniques, e.g. as desaibed in Remington: the 
Science and Practice of Pharmacy, 19^ Ed., 1995, The compositions may be in the 
conventional formis, such as capsules, tablets, powders, solutions, suspensions, syrups, 
aerosols or topical applications. They may contain suitable solid or liquid carriers or m 

25 suitable sterile media to form injectable solutions or suspensions. The compositions 
may contain 0.5 to 20 %, preferably 0.5 to 10 % by weight of the active compound, the 
remammg being pharmaceutically acceptable carriers, excipients, diluents, solvents and 
the like. 

Typical compositions containing a compound of formula (T) or (Ula) or a 
30 pharinaceutically acceptable acid addition salt thereof associated with a 
pharmaceutically acceptable excipients which may be a carrier or a diluent or be diluted 
by a carrier, or enclosed within a carrier which can be in the form of a capsule, sachet, 
paper or other container. When the carrier serves as a diluent, it may be a solid, semi- 
solid, or liquid material, which acts as a vehicle, excipients or medium for the active 



39 



wo 2004/046119 ^ ^ PCT/1N2003/000358 



compound. The active compound can be absorbed on a granular soUd container for 
example in a sachet Some of suitable carriers are water, salt solutions, alcohols, 
polyethylene glycols, polyhydroxyethoxylated castor oil, peanut oil, oUve oil, gelatin] 
lactose, terra alba, sucrose, cyclodextrin, amylose, magneshim sterate, talc, gelatin, 
agar, pectin, acacia, stearic acid or lower all^l ethers of ceUulose, siUcic acid, fetty 
acids, fatty acid amines, fatty acids monoglycerides and diglycerides, pentaterythritol 
fatty acids esters, polyoxyethylene. hydroxjmaethylcellulose and polyvinylpyiroUdone. 
Similarly, the carrier or dihient may mdude any sustained release material known in 
the art, such as glyceryl monostearate or glyceryl distearate, alone or mixed with a wax. 
The formulations may also inblude wettmg agaits, emulsifying and susp«iding agents, 
preservatives, sweetening agents or flavoring agents. The fpnnulations of the invention 
may be formulated so as to provide quick, sustained, or delayed release of the active 
ingredient after administration to the patient by employing procedures weU known in 
the art 

The pharmaceutical compositions can be sterilized and mixed, if desired, with 
auxiliary agents, emulsifiers, buffers and/or coloring substances and the like, which do 
not deleteriously react with the active compounds. 

The route of administiration may be any route, which effectively transports the 
active drug to tiie appropriate or desired site of action effectively, sudi as oral, nasal, 
transdermal, puhnonary or parental e.g. rectal, depot, subcutaneous, intravenous, 
intirauretiiral, intramuscular, intranasal, ophthalmic sohition or an ointment, preferably 
through oral route. 

If a soUd carrier is used for oral administi-ation, the preparation may be 
tabletted, placed in a hard gdatin capsule in powder or peUet fonn or it can be in the 
form of a ti-oche or lozenge. If a liquid carrier is used, tiie preparation may be in the 
form of a syrup, emulsion, soft gelatm capsule or sterile injectable Uquid such as an 
aqueous or non-aqueous liquid suspension or sohitioa 

For nasal administi-ation, the preparation may contain a compound of formula 
(0 or (Dla) dissolved or suspended in a liquid carrier, in particular an aqueous carrier, 
for aerosol application. The carrier may contain additives such as solubilizing agent, 
e.g. propylene glycol, surfactants, absorption enhancers such as lecithin 
(phosphatidylcholine) or cyclodextrin, or preservatives such as parabens. 
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For parental appUcation, particularly suitable are injectable solutions or 
suspensions, preferably aqueous solutions with the active compound dissolved in 
polyhydroxylated castor oil. 

Tablet, dragees or capsules having talc and/or a carbohydrate carrier or binder 
5 or the like are particularly suitable for oral appUcation. Preferably, carriers for tablets, 
dragees or capsules include lactose, com starch and/or potato starch. A syrup or elixir 
can be used in cases where a sweetened vehicle can be employed. 

A typical tablet which may be prepared by conventional tabletting techniques 
may contain: 
10 Core: ' 

Active ingredient (as free compound or salt thereof) 1 00 g 



45 g 
55 g 



Wheat starch 
Maize starch 

Micrdcrystalline cellulose 12 g 

15 Ethyl cellulose 8 g 

Magnesium stearate 5 g 



The coating may compose of the following ingredients in varying compositions 

Lac 

20 Gelatin 

Gum arable 
Sucrose 

Titanium dioxide 
Beeswax 
25 Camauba wax 
Ethyl vanilin 

The compounds of general formula (T) or (Ula) or the compositions thereof are 
useful for the treatment and/or prophylaxis of disease caused by metabolic disorders 
30 such as hyperlipidemia, insulin resistance, Leptin resistance, hyperglycemia, obesity, or 
inflammation. 

These compounds are usefiil for the treatment of hypercholesteremia, familial 
hypercholesteremia, hypertriglyceridemia, type 2 diabetes, dyslipidemia, disorders 
related to syndrome X such as hypertension, obesity, iiisulin resistance, coronary heart 
35 disease, atherosclerosis, xanthoma, stroke, peripheral vascular diseases and related 
disorders, diabetic complications, certain renal diseases such as glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, psoriasis, polycystic ovarian syndrome, osteoporosis, inflammatory bowel 
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diseases, myotonic dystrophy, arteriosclerosis. Xanthoma, pancreatitis and for the 
treatment of cancer. 

The compounds of the invention may be administered to a inammal especially, 
a human in need of such treatment, prevention, eUmination, alleviation or ameUoration 
5 of diseases mentioned above. 

The compounds of the present invention are effective over a wide dosage range, 
however, the exact dosage, mode of administration and form of composition depends 
upon the subject to be treated and is determined by the physician or veterinarian 
responsible for treating the subject. Generally, dosages from about 0,025 to about 200 
10 mg preferably from about 0.1 to about 100 mg, per day may be used. GeneraUy, the 
unit dosage form comprises about 0.01 to 100 mg of the compound of formula (I) or 
(nia), as an active ingredient together with a pharmaceutically acceptable carrier. 
Usually suitable dosage forms for nasal, oral, transdermal or pulmonary administration 
comprises from about 0.001 mg to about 100 mg, preferably from 0.01 mg to about 50 
15 mg of the active ingredient mixed with a pharmaceutically acceptable carrier or diluent. 

In another aspect of the present invention, method of treatment and/or 
prevention of the diseases mentioned above are provided. 

In a fiirther aspect of the present invention, use of one or more compounds of 
the general formula (I) or (Ula) or pharmaceutically acceptable salts, for the preparation 
20 of a medicament thereof for the treatment and/or prevention of diseases mentioned in 
this document is provided. 

In still further aspect of the present invention use of the compounds of the 
present invention alone or in combination with statins, glitazones, biguanides, 
angiotensin n inhibitors, aspirin, iosulin secretagogue, sitosterol inhibitor, 
25 sulfonylureas, insulin, fibric acid derivatives, nicotinic acid, cholestyramine, 
cholestipol or probucol, a-glycosidase inhibitors or antioxidants, which may be 
administered together or within such a period as to act synergistically together. 

The invention is explained in detail by the examples given below, which are 
provided by way of illustration only and therefore should not be construed to limit the 
30 scope of the invention. 

IH NMR ^ectral data given in the tables (vide infra) are recorded using a 300 hdHz 
spectrometer (Bruker AVANCE-SOO) and reported in 5 scale. Until and othem^ise 
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mentioned the solvent used for NMR is CDCI3 using Tetramethyl sikme as the internal 

standard. 

Preparation 1 

5 Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-tMophen-2-yl-oxazol-4-ylmethoxy)-phenyl] 

propanoate (compound No. 1) 




y ^OEt 
OEt 



A mixture of Ethyl (2S)-ethoxy-3-(4-hydroxyphenyl)-propanoate (4.09 g), and 
anhydrous potassium carbonate (3.33 g) in DMF (40 mL) was heated at 80 °C for Ihr. 

10 The mixture was cooled to 50 °C and 4-chloromethyl-5-methyl-2-thiophen-2yl-oxazole 
(4.4 g) was added. The reaction mixture was continued heating at 80 for 6 hrs. Later 
it was cooled to 20 ""C - 25 °C and water (80 mL) was added and the crude product was 
extracted with ethyl acetate (2 x 40 mL), washed with water (2 x 50 mL), brine (50mL) 
and was dried over anhydrous sodium sulfate. The solvent was evaporated under 

15 reduced pressure to obtain an oily product. The cmde oily product was 
chromatographed over silica gel using ethyl acetate:petrolwm ether (60-80) (1:9) as an 
eluent to afford the title product as a colourless solid. 
Preparation 2 

Ethyl (2S)-etho>qr-3-{4-[2-(5-methyl-2-thiophen-2-yl-oxazol-4-yl)-ethox^^ 
20 phenyl}- propanoate (compound No.2) 




H3C 



A mixture of Ethyl (2S)-etho?qr-3-(4-hydroxyphenyl)-propanoate (1.9 g), and 
potassium carbonate (1.51 g) in toluene (15 mL) was heated at 80 °C for Ihr. The 
mixture was cooled to 50 "^C and Methyl 2-[5-methyl-2-thiophen-2-yl-oxazol-4yl]- 
25 ethylsulfonate (2.56 g) was added. The reaction noixture was continued heating at 80 
for 16 hrs. Later it was cooled to 20 **C - 25 ^'C, water (20 mL) was added and the crude 
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product was extracted with ethyl acetate (2 x 25 mL). The organic extract was washed 
with water (2 x 20 mL), brine (25 mL) and dried over anhydrous sodium sulfate. The 
solvent was evaporated under reduced pressure to obtain an oUy product. The crude 
oily product was chromatographed over siUca gel using ethyl acetate: petroleum ether 
(60-80) (1 :9) as an eluent to afford the title product as a yellow oU. 

In like manner the foUowing compounds in the table 1 are prepared foUowing a 
method similar to that described in preparations 1& 2. 



Table 1: 



10 







0 


Ex. 
No 




Gl 


R4 


MoLWt 


% 
yield 


1. 


CH2 


OEt 


OEt 


415 


51 


H : 1.16 (3H, t, J=7.0 Hz), 1.22 (3H, t, J=7.14 I 
J=6.6 Hz), 3.32-3.37 (IH, m ),3.57-3.62 (IH, m ) 
(2H, q, J=7.12 Hz), 4.95 (2H, s ), 6.91 (2H, d, J= 
7.15 (2H, d, J=8.52 Hz), 7.40 (IH, dd, J=4.14 E 
J=2.82 & 0.75 Hz). 


Iz), 2.40 (3H, s ),2.95 
3.97 (lH,t,J=6.3 H 
8.58 Hz), 7.08-7:11 (1 
Iz & 0.82 Hz), 7.65 ( 


(2H,d, 
z), 4.15 
H,m), 
IH, dd. 


2. 




OEt 


OEt 


429 


78 


'ti : 1.15 (3H, t, J=6.93 Hz), 1.2 (2 
m), 3.30-3.61 (2H, m), 3.95 (IH, t, 
J=8.64 Hz), 7.06-7.09 (IH, m), 7.12 
Hz), 7.57 (IH, dd, J=1.14 & 3.69 H2 


JH, t, J=7.14 Hz), 2.34 (3H, s), 2.92-2. 
J=6.6 Hz), 4.12-4.21 (4H, m) , 6.81 
(2H, d, J=8.6 Hz), 7.35 (IH, dd, J=l.l] 
:). 


96 (4H, 
(2H, d, 
[& 5.05 


3. 


H3C 


OEt 


OEt 


429 


82 


'H: 1.16 (3H,t, J=7.0 Hz), 1.24 
2.96 (2H, d, J=6.63 Hz), 3.32-3.3 
J=6.66 Hz), 4. 17 (2H, q, J=7.11 Hz) 
J=8.61 Hz), 7.17 (2H, d. J=8.55 Hz) 


(3H, t, J=7.14] 
7 (IH, m), 3.5 
. 4.92 (2H. s), 6 
7.42 (IH, 4 J= 


Eiz), 2.38 (3: 
7-3.62 (IH, 
>.73-6.76 (11 
3.6 Hz). 


H, s) 2.52 (3H, s), 
m), 3.97 (IH, t, 
i, m), 6.92 (2H, d. 


4. 


H3C 

1 ■ ■ — — 


OEt 


OEt 


443 


75 ' 


H : 1.15 (3H, t, J=6.9 Hz), 1.2 (3H, t, J=7.12 Hz), 2.3 (3H, s), 2.5 (3H, s), 2.90- 
2.94 (4H, m), 3.33-3.36 (IH, m), 3.56-3.58 (IH, m), 3.94 (IH, t, J=6.67 Hi) 4 1- 
4.2 (4H, m), 6.71-6.73 (IH, m), 6.79 (2H, d.J=8.4 Hz), 7.14 (2H, d, J=8.61 Hz), 
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5. 


CH3 

-I — ^ 


OEt 


OEt 




0 0 

82 


'rt : 1.16 C3H, t, J=7.0 Hz), 1.22 (3 
(2H, d, J=6.66 Hz), 3.32-3.37 (IH i 
4.17 (2H, q, J=7.1 1 Hz), 4.95 (2H,' i 
7. 17 (2H d, J=8.55 Hz\ 7.26 ClH . 


H,t, J=7.12 Hz), 2.4 (3H, s 
m), 3.57-3.62 (lH,m), 3.97 
0, 6.88-6.92 (IH, m), 6.94 ( 
,J=4.0 Hz). 


!), 2.5 (3H, 

^Irl, t, J— 0 
2H, d, J=8. 


s), 2.96 
.o4 rlz), 
SI Hz), 


6. 




OEt 


OEt 


443 


30 


'H : i.li(3H,t, J=7.0Hz), 1.21( 
2.92-2.96 (4H, m), 3.31-3.36 (IH, n 
4.12-4.18 (2H, m), 4.19-4.22 (2H, xt 
Hz), 7. 14 C2H, d, J=8.58 HzV 7 23 f 


3H, t, J=7.10 Hz), 2.34 (31 
a), 3.56-3.59 (IH, m), 3.95 
0, 6.82(2H,d,J=a.58Hz),( 
IH, d, J=5.01 Hz). 


I, s), 2.55 
litx,i, J=5. 
5.89 (IH, d, 


C3H, s). 
66 Hz), 
J=5.01 


7. 


CH3 

s— 


OEt, 


OEt 


415 


78 


'H: 1.16(3H,t, J=7.01Hz), 1.21 
J=6.60 Hz), 3.32-3.40 (IH, m), 3.5. 
(2H, q, J=7.12 Hz), 4.94 (2H, s), 6.« 
7.35-7.37 riH. m), 7.61 ClK d. J=5 < 


(3H, t, J=7.14I 
5-3.62 (IH, m), 
?3 (2H, d, J=8.5 
02 Hz), 7.88-7.8 


iz), 2.40 (3H, s) 2.97 ( 
3.97 (IH, t, J=6.65 H 
iHz), 7.18(2H, d, J=8 
!9 (IH. mV 


2H, d 
s), 4.19 
t.5 Hz), 


8. 


— rzr: — — . _ 


OEt 


OEt 


429 


63 


t± . 1.15 (3H, t, J=7.0 Hz), 1.21 (3H, t, J=7.10 Hz), 2.34 (3H. s) 2 92-2 < 

m) 4. 17-4.22 (2H, m), 6.82 (2H, d, J=8.58 Hz), 7.14 (2H, d, J=8.55 Hz) 7 ' 
(IH ml 7.55-7.57 (IH mV 7.83-7.84 HR n,^ ^ ^ ' ^' 


?6 (4H, 
16 (2H, 
J3-7.36 


9. 


U;;^J*— S N'^CH2 
— : —. . 


OEt 


OEt 


465 


62 




11 . L16 (3H, t, J=6.99 Hz), 1.22 (3H, t, J=7.12 Hz), 2.44 (3 
rf.^L 3.32-3.38(lH, m), 3.57-3.63 (IH, m), 3.97(1H 
^16(2H, q, J=7.12 Hz), 4.97 (2H, s), 6.93(2H, d, J=8.61 Hz), > 
Hz), 7.36-7.5 1(2H. m). 7.79-7.87f3H 


H, s), 2.96 

, t, J=6.63 
M8(2H, d. 


(2H, d, 
Hz), 
J=8.58 


10. 


GCV<X 


OEt 


OEt 


479 


21 




H; 1 14 (3H, t, J-7.14 Hz), 1.21 (3H, t, J=7.12 Hz), 2.39 (3H, s), 2.92-2 c 
"^^^ 3.55-3.59 (IH, m), 3.94 (IH, t, J=6.7 Hz), 4.14 ( 
J=7 12 Hz), 4.22 (2H, t, J=6.33 Hz), 6.81 (2H, d, J=8.61 Hz), 7.13 (2H, d 
Hz), 7.34-7.4 (2H, m). .7.79-7.86 r3H m). J- K n, a. 


»9(4H, 
2H, t, 
J=8.55 
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11. 




OEt 


OEt 


399 


78 


12. 




OEt 


OEt 


413 


66 


H : 1.15 (3H, t, J=6.93 Hz), 1.2 (3H, t, J=7.14 Hz), 2.34 (3H, s), 2.92-2.96 (4H, 
m), 3.3-3.4 (IH, m), 3.5-3.62 (IH, m), 3.95 (IH, t, J=7.1 Hz), 4.14 (2H, t, J=7.12 
Hz), 4.22 (2H, t, J=6.65 Hz), 6.49-6.51 (IH, m), 6.81 (2H, d, J=8.6 Hz), 6.9 (IH, 
d. J=3.2 Hz>. 7.14 (2a d. J=8.6 Hz). 7.5 (IH. m). 


13. 


N^CH2 


OEt 


OEt 


460 


51 


14. 


/ri V-il 

<^ V=N W^--<^^ . 


OEt 


OEt 


474 


32 


15. 


CHa 


OEt 


OEt 


443 


34 


'H : 1.16 (3H, t, J=6.93 Hz), 1.22 (3 
s), 2.67 (2H, t, J=7.18 Hz), 2.95 (21 
(IH, m). 3.91-3.98 (3H, m), 4.17 (2 
7.08 (IH, m), 7.12 (2H, d, J=8.5 H 
Hz). 


-H, t, J=7.14 Hz), 2.02-2.1 (2H, qui), 2.24 (3H, 
i, d, J=7.02 Hz), 3.35-3.37 (IH, m), 3.57-3.59 
•H, q, J=7.1 Hz), 6.81 (2H, d, J=8.5 Hz), 7.06- 
z), 7.3 (IH, d, J=5.0 Hz), 7.59 (IH, d, J=3.48 


16. 


(J 


OEt 


OEt 


491 


34 


'H: 1.16 (3H, t, J=6.99 Hz), 1.22 ( 
J=6.66 Hz), 3.32-3.63 (2H, m), 3.97 
Hz), 4.95 (2H, s), 6.92 (2H, d, J=8.6 
m). 7.58 (IH, d, J=3.87 Hz), 7.63 (2 


3H, t, J=6.98 F 
(IH, t, J=6.66 ] 
4 Hz), 7.17 (2H 
H,d, 7.14 Hz). 


Iz), 2.41 (3H, s), 2.96 (2H, d, 
az), 4.16 (2H, q, J=7.05& 7.14 
, d, J=8.58 Hz), 7.26-7:43 (4H, 


17. 


Cl^S \\^^ 


OEt 


OEt 


449.5 


55 


'H: 1.16 (3H, t, J=7.00 Hz), 1.22 (3H, t, J=7.15 B 
J=6.6 Hz), 3.32-3.62 (2H, m), 3.94 (IH, t, J=6.63 I 
7.11 Hz), 4.92 (2H, s), 6.89-6.92 (3H, m), 7.17 (Z 
J=3.96Hz). 


Iz), 2.39 (3H, s), 2.95 (2HE, d, 
Iz), 4.12-4.19 (2H, q, J=7.11& 
H; d, J=8.58 Hz), 7.37 (IH, d. 
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18. 




OEt 


OEt 


494 


40 


w: 1.16 (3H, t, J=7.0 Hz), 1.22 ( 
J=6.57 Hz), 3.32-3.63 (2H, m), 
J=7.11&7.14 Hz), 4.92 (2H, s), 6.9 
7.17 (2a d. J=8.54 Hz), 7.35 flR c 


3a t, J=7.14 Hz), 2.39 (3a s), 2.95 
3.97 (la t, J=6.64 Hz), 4.12-4.19 
1 (2a d, J=8.58 Hz), 7.04 (la d, J=3 
, J=3.93 Hz). 


(2a d, 
(2a q, 
93 Hz), 


19. 


^"2 


OEt 


OEt 


413 


31 


T ^ \:tK^ ^^^-^^ 1-21 (3H, t, J=6.26 I 
J=6.48 Hz), 3.35-3.37 (2H, m), 3.59 (IH, t, J=4.5f 
(2H, s), 6.13 (IH, d, J=2.68 HzX 6.75 (2H, d, J=8 Ai 
7.10(2H.d.J=8.46Hz). 


Iz), 2.41 (6a s), 2.95 (2a d, 
5 Hz), 4.11-4.19 (2a m), 4.98 
5 Hz), 6.96 (la d, J=3.91 Hz), 


20. 


1 ■ 


OEt 


OEt 


505 


48 


< \ \\ XT 5 ^"^-^^ ^-^^ ^ Hz), 2.35 (3H, s), 2.92-2 - 
f\ "^^^ ^-^^ t, J=6.61 Hz), 4.08-4.23 (4H, m), 6.81 
J=8.61Hz).7.13(2H.AJ=8.57HzY72fi-7fi4('m ^> ^' 


97 (4a 
(2a d. 


21. 




OEt 


OEt 


463.5 


39 


1.14 (3H, t, J=6.96 Hz), 1.21 (3H, t, J=5.6 Hz^ 
m), 3.28-3.63 (2H, m), 3.93 (IH, t, J=6.62 Hz), A 
J=7.39 Hz), 6.89 (IH. d, J=3.96 Hz), 7.13 (2H, d, J= 
Hz). 


>, 2.33 (3a s), 2.89-2.< 
08-4.20 (4a m), 6.80 
=8.58 Hz), 7.33 (la d. 


M (4a 

(2a d, 

J=3.96 


22. 


TZZ - — — r*— — __ 


OEt 


OEt 


507 


26 


; h Hz), 2.33 (3H, s), 2.90-2 i 
f\ ^-^^ ^ Hz), 4.12-4.20 (4H, m), 6.80 
J=8 60 Hz), 7.03 (IH, d, J=3.92 Hz), 7.13 (2H, d, J=8.53 Hz), 7.30 (IH, d, 
Hz). ' 


H(4a 

(2a d, 

J=3.93 


, 




OEt 


OEt 


410 


32 




H: 1.16 (3H, t, J-b.9 Hz), 1.24 (3H, t, J=7.1 Hz), 2.55 (3H, s), 2 
3.3-3.6 (2H, m), 3.96-4.0 (IH, m), 4.14-4.21 (2H, q, J=7.14&7 
s), 6.90 (2a d J=8.5 Hz\ 7.19 (2a d. J=8.5 Hr>, R 4 (W rr.\ « 


5.95-2.98 (: 
12 Hz), 5.( 
.8 (2a m). 


iam), 
)3 (2a 


24. 


CH2 


OEt 


OEt 


410 


35 




H: 1.16 (3a t, J=6.99), 1.23 (3a t, J=7.1 Hz) 2 
(la m), 3.6 (la m), 3.97 (la m),4. 1-4.2 (2a q, 
(2a d, J=8.6 Hz) , 7.18 (2a d, J=8.5 Hz). 7.8 (lU, 
(la d, J=7.9 Hz) 8.7 (la d J=4.4 Hz) 


0 (3a s), 2.48 (2a m 
J=7.1 Hz), 5.05 (2a s 
m), 7.8 (la t, J=7.8 K 


), 3.35 
i), 6.92 
Iz), 8.1 
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CK3C 


OEt 


OEt 


410 


68 


H. 1.2 (3H, t, J= 6.9 Hz), 1.22 (3H 
Hz), 3.35 (IH, m), 3.6 (IH, m), 3.S 
4.98 (2H. s), 6.92 (2H, d, J=8.5 
J=5.0&7.8 Hz). 8.39 flH. d, J=8.0 K 


. t, J=7.0 Hz), 2.46 (3H, s), 2.96 (2H, c 
>7 (IH, t, J=6.8 Hz), 4.17 (2H, q, J=7. 
Hz), 7.17 (2H, d. J=8.5 Hz), 7.47 (] 
[z), 8.68 (IH, d. J=4.3 Hz), 9.25 f IH. 


1, J=6.5 
14 Hz), 
IH, dd. 


26.. 


X ■ 


OEt 


OEt 


424 


22 


TH: 1.15 (3H, t, J=7.0.Hz). 1.22 (31 
(2H, m). 3.95 (IH, t, J=6.61 Hz), 4.1 
Hz), 6.82 (2H, d, J=8.58 Hz), 7.13 
Hz), 8.23 OH, d, J=7.98 Hz). 8.63 ( 


a, t, J=7.1Hz), 2.4 (3H, s), 2.95 (4H, m), 3.5 
7 (2H, q, J=14.4 & 7.18 Hz), 4.23 (2H,t, J=6.6 
(2H, d, J=8.52 Hz), 7.36 (IH, dd, J=7.8 & 4.8 
IH, d, J=3 .21 Hz) 9.2 (IH, s). 



Preparation 3 



(2S)-Ethoxy-3.[4-(5.methyl-2-tWophen-2-yl-oxazol-4-ylni^^^ propanoic 

acid (compound No.27) 




A mixture of Ethyl (2S>ethoxy-3-[4-(5-methyl-2-thiophen-2-yl-oxazoM- 
ylmethoxy)-phenyl]-propionate (0.5 g), sodium hydroxide (0.062g in 5 mL water) in 
methanol (10 mL) was stirred at 20 **C to 25 for 16 h. Solvents were evaporated 
under reduced pressure. The residue was diluted with water (10 mL) and was acidified 
with dilute hydrochloric acid. The product was extracted with ethyl acetate (2 x 25 
mL), washed with water (2 x 25 mL), brine (30 mL) and dried over sodium sulfate. The 
solvent was evaporated under reduced pressure to obtain 0.4 g of title compound. 
In hke manner following compounds in table 2 were prepared following a procedure 
similar to that described in preparation 3. 
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Table 2: 





0 


Ex. 
No 




Gl 


R4 


MoLWt . 


% 
yield 


27. 


CH2 


OEt 


OH 


387 


95 


H: 1.16 (3H, t, J=7.0 Hz), 2.40 (3H, s), 2.91-2.9. 
3.54-3.64 (IH, m), 4.03 (IH, mX.4.95 (2H, s), 6.93 
t, J=3 .69 Hz), 7.15 (2H, d,^ J=8.47 Hz), 7.40 (IH 
J=3.45 Hz). 


8 (2H, m), ■ 
(2H, d, J=8. 
, d, J=4.89 


J.35-3.49 (] 
47 Hz), 7.0 
Hz), 7.65 


IH, m), 
1-(1H, 
(IH, d. 


28. 


.CH3 


OEt 


OH 


401 


85 


H: 1.17 (3H, t, J=6.99 Hz), 2.35 (3H, s), 2.92-2.97 (IH, m), 2.95 (2H. t, J= 6.6 
Hz), 3.04-3.09 (IH, m), 3:41-3.47 (IH, m), 3.55-3.60 (IH, m), 4.01-4.05 (IH, m), 
4.18 (2H, t, J=6.6 Hz), 6.81 (2H, d, J=8.6 Hz), 7.06-7.09 (IH, m), 7.13 (2H, d. 
J=8.55 JIz), 7.37 (IH. dd, J=1.0 Hz & 4.22 Hzi 7.48 (IH dd 1=1 0 R^^? 64 


29. 


.CH3 

JlLg/ N CH2 

H3C 


OEt 


OH 


401 


73 


H : 1.16 (3H, t, J=6.96 Hz), 2.38 (3H, s), 2.51 (3H, s), 2.90-2.97 (IH, m), 3.03- 
3.09 (IH, m), 3.38-3.43 (IH, m), 3.57-3.62 (IH, m), 4.00-4.04 (IH, m), 4.92 (2H, 
^), 6.73-6.75 (IH, m), 6.92 (2H, d, J=8.58 Hz), 7.18 (2H, d, J=8.58 Hz), 7.44 (IH, 
d, J=3.6Hz). 


30. 




OEt 


OH 


415 


76 


'H : 1.15 (3H, t, J=6.96 Hz), 2.32(3] 
(IH, m), 3.56-3.59 (IH, m), 3.99-4. 
d, J=3.54 Hz), 6.81 (2H, d, J=8.5 It 
Hz). 


EJ, s), 2.50(3H, s), 2.89-2.96 
03 (IH, m), 4.16 (2H, t, J=6 
Iz),7.15 (2H, d, J=8.5 Hz), 


(4H, m), 3.40-3.43 
..58 Hz), 6.72 (IH, 
7.39 (IH, d, J=3.6 


31. 




OEt 


OH 


401 


97 


'H : 1.16 (3H, t, J=7.0 Hz), 2.4 (3H, s), 2.57 (3H, s 
(IH, m), 3.41-3.46 (IH, m), 3.58-3.61 (IH, m), 4.C 
6.9 (IH, d, J=5.0 Hz), 6.94 (2H, d, J=8.6 Hz), 7.18 
d, J-4.9Hz). 


), 2.90-2.98 (IH, ra), 3.05-3.10 
12-4.13 (IH, m), 4.95 (2H, s), 
(2H, d, J=8.55 Hz), 7.27 (IH, 
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32. 


9^ o-/^ 


OEt 


OH 


415 


90 


H : 1.15 (3H, t, J=7.0 Hz), 2.34 (3H, s), 2.55 (3H, s). 2.89-3.08 (4H, m), 3.40^ 
3.45 (IH, m), 3.55-3.60 (IH, m), 4.00^.04 (IH, m), 4.19 (2H, t, J=6.66 Hz), 6.83 
(2H, d, J=8.55 Hz), 6.88 (IH, d, J=5.01 Hz), 7.14 (2H, d, J=8.58 Hz),7.23 (IH d 
J=5.01Hz). V ' J' K ^ , 


33. 


CH3 


OEt 


OH 


387 


73 


H : 1.16 (3H, t, J=6.96 Hz), 2.4 (3H, s), 2.90-2.97 (IH, dd, J=7.62& 7.65 Hz) 
3.03-3.09 (IH, dd, J=4.68&4.35 Hz), 3.39-3.44 (IH, m), 3.57-3.62 (IH, m), 4.01- 
4.05 (IH, m), 4.94 (21^ s), 6.93 (2H, d, J=8.5 Hz), 7.18 (2H, d, J=8.5 Hz), 7.35- 
7.38 (IH. m). 7.59-7.61 (IH. m\ 7.91-7.92 ClH mY 


34. 




OEt 


OH 


401 


73 


'H : 1.15 (3H, t, J=7.0 Hz). 2.34 (3H. s), 2.89-3.08 
3.55-3.60 (IH, m), 4.00-4.04 (IH, m), 4.19 (2H, t, J 
Hz), 6.88 (IH, d, J=5.01 Hz), 7.14 (2H, d, J=8.58 
7.86 (IH. d, J=2.58Hz). 


! (4H, m), 3.40-3.45 (IH, m), 
=6.66 Hz), 6.83 (2H, d, J=8.55 
Hz), 7.23 (IH, d, J=5.01 Hz), 


J J. 




OEt 


OH 


437 


88 


'H : 1.18 (3H, t, J=6.99 Hz), 2.45 (3H, s), 2.92-2.99 (IH, m), 3.08-3.14( 
3.44-3.50 (IH, m), 3.56-3.61 (IH, m), 4.04-4.08 (IH, m), 4.98 (2H, s), 6 
d, J=8.55 Hz), 7.18 (2H d. J=8.52 Hz\ 7.37-7.4 r2H mV 7.79-7 86f'3H m 


LH,m), 
.94(2H, 

t). 


36. 




OEt 


OH 


451 


65 


*H : 1.16 (3H, t, J=7.0 Hz), 2.38 (3H, s), 2.89-3.06 (4H, m), 3.42-3.57 (2H, m), 
4.04-4.06 (IH, m), 4.22 (2H, t, J=6.55 Hz), 6.82 (2H, d, J=8.58 Hz). 7.13 (2H, d, 
J=8.58 Hz), 7.34-7.4 (2H m\ 7.78-7.86 C3H, m). 


37. 




OEt 


OH 


371 


76 


'H : 1.16 (3H, t, J=6.99 Hz). 2.41 (3H, s), 2.9-2.98 (IH, m), 3.04-3.10 ( 
3.40-3.45 (IH, m), 3.57-3.62 (IH, m), 4.04-4.06 (IH, m), 4.96 (2H, s), 6. 
dd, J=1.68 & 3.42 Hz), 6.92 (2H, d, J=8.58 Hz), 6.98 (IH, d, J=3.39 H 
(2H. d, J=8.55 Hz), 7.54 (IH, d, J=l. 17 Hz). 


lH,in). 
52 (IH, 
z). 7.17 


38. 




OEt 


OH 


385 


68 


'H : 1.16 (3H, t, J=6.96 Hz), 2,35 
3.41-3.44 (IH, m), 3.56-3.59 (IH, 
6.50 (IH, dd, J=1.64 & 3.36 Hz), 6. 
7.13 (2H. d, J=8.55 Hz), 7.51(1H, d. 


(3H, s), 2.92-2.97 (3H, m), 3.02-3. 12( 
m), 4.0-4.04 (IH, m), 4.19(2H, t, J=6 
8 (2H, d, J=8.52 Hz), 6.94 (IH, d, J=3. 
J=l.l Hz). 


lH,m), 
.64 Hz) 
39 Hz), 



50 



PCT/IN2003/000358 



39. 


~TTV 1 . 


OEt 


OH 


432 


67 


3 4413 4Q Am \ . 2-^2-2.99 (IH, m), 3.07-3.13 ( 
H T « i "^>' 4.04-4.08 (IH, m), 5.05 (2H, s), 6 
M f 5 S ^' Hz), 7.59 (IH, t, J=7.42 Hz) 7 76 (IH 
Hz), 7.84 an d. J=S.04 Hz). 8.22-8.28 r3H \\ ^' ^ ' 


IH itiS 

96 (2H, 
t, J=7.4 


40. 


l^c — • ^ . 


OEt 


OH 


446 


67 


r/\ o ^^^^ ^ •""^^'^ 2-44 (3H, s), 2.88-2.95 (IH, m) 3 04 r2H 

?^l'/?«^^o*^^"^-^^^>'^-^l<2H, d.J=8.49 Hz), 7.57 (IH; t, J=7 2 
7.75 (IH, t. J=7.7 Hz), 7.83 (IH d, J=R 13 H.) R 17.«.?7 <^h\S ^ ' 


+ T < A 

I, J— 0.4 
t, J=6.5 
19 Hz), 


41. 


-, CH2 


OEt 


OH 


415 




o orr^ f?:.^;^^ •'^^ '^^ ^-93-1.97 (2H, m) , 2.2 (3H, s 
2 91 (4H, m), 3.13 (IH, t, J=7.7 Hz). 3.53-3.7 (2H, m), 3.87 (2H, t, J=55 I 
^H, d, J=8.76 Hz). 7.1-7.15 (3^ m), 7.55 (11^^? J=2.89 H^), 7.68 (11^ 


\ 9 4Q- 

iz), 6.7 
i, J=4.6 


42. 




OEt 


OH 


421 


59 


1 ^% =/;f^'' Vi'" '^>- ^"^ P«> * " (2H, m), 3.44-3.53 (: 


iH,ni), 
52 Hz), 


43. 




OEt 


OH 


421.5 


82 


v- *■ * 2-91-3.13 (2H, m). 3 


t.44-3.61 Q 
m, d, J=8.i 


aH,m), 
>8Hz), 




CH2 


OEt 


OH 


466 


66 . 




H: 1.18 (3H, t, J=7.00 Hz), 2.35 (3 
4.06 (IH, t, J=5.8 Hz), 4.92 (2H, s). 
Hz). 7.16 f2H d, J=8.58 Hz). 7.36 ( 


-H. s), 2.91-3.13 (2H, m), 3 
6.92 (2H; d. J=8.55 Hz), 7. 
H, d, J=3.93 Hz). 


.14-3.44 (2 
05 (IH, d. 


'H,m), 
J=3.93 


45. 




OEt 


OH 


385 


64 




^in^ .iwV h^r^^'x "^^^ ^ "^^ <^ 2^^-311 3.41-3.46 (2H, m), 
7:?6 (2H liiToT) ^ ^'"^ ^ ^'^^-^^ mi 
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46. 


o 




OEt 


OH 


477 


88 


'H: 1.16 (3H, t, J=6.39 Hz), 2.89 (3H. s), 2.93-3.0 
4.01-4.05 (IH, m), 4.20 (2H, t, J=6.6 Hz), 6.81 (21 
J=8.55 Hz), 7.26-7.42 f4H m\ 7.54 (IH. d. J=3.86 1 


5 (4H, m), ■ 
i, d, J=8.59 
1z), 7.62 (21 


5.41-3.58 (2H, m), 
Hz), 7.14 (2H, d, 
i. d. J=7.26 HzY 


47. 


cr 




OEt 


OH 


435.5 


98 


H: 1.16 (3H, t, J=6.95 Hz), 2.33 (3H, s), 2.90-3.10 (4H, m), 3.40-3.63 (2H, m), 
4.02-4.05 (IH, m), 4.17 (2H, t, J=6.90 Hz), 6.80 (2H, d, J=8.61 Hz), 6.89 (IH, d, 
J=3.78 Hz\ 7.13 (2H, d, J=8.52Hz\ 7.33 f IH. d. J=3.95 HzY 


48.. 


J 




OEt 


OH 


479 


72 


^H: 1.16 (3H, t, J=6.94 Hz), 2.33 (: 
4.01-4.11 (IH, m), 4.17 (2H, t, J=6. 
J=8.52 Hz), 7.13 (2H d. J=8.52 Hz^ 


JH, s), 2.90-3.10 (4H, m), : 
49 Hz), 7.03 (IH, d, J=3.93 
,7.31(lH,d,J=3.93Hz). 


J.42-3.59 (2H, m), 
Hz), 6.80 (2H, d. 


49. 






OEt 


OH 


399 


48 


'H: 1.16 (3H, t, J=6.94 Hz), 2.34 (3H, s), 2.38 (3F 
3.44 (2H, m), 4.02 (IH, t, J=5.98 Hz), 4.19 (2H, t, J 
Hz), 6.8 U3H. m), 7. 13 (2H d. J=8.54 HzY 


I, s), 2.92-3.04 (4H, m), 3.39- 
=6.61 Hz), 6.09 (IH, d, J=^.53 


50. 


N 




OEt 


OH 


382 


50 


'H: 1.02 (3H, t, J=6.9 Hz), 2.48 (3H, s), 2.81-2.9 
3.53-3.90 (IH, m), 3.91 (IH, m), 4.98 (2H, s), 6.92 
J=8.5 Hz), 7.83 (2H, d, J=4.6 Hz\ 8.72(2H. d. J=5.9 


I (2H, m), : 
(2H, d, J=8. 
•4 Hz) 


J.24-3.29 ( 
5 Hz), 7.14 


IH, m), 
(2H,d, 


51. 




OEt 


OH 


410 


35 


'H: 1.18 (3H, t, J=6.99 Hz), 2.46 (3H, s),2.92-3.1^ 
3.48(2H, m), 4.09 (IH, m), 5.01 (2H, s), 6.96 (2H, d 
Hz). 7.78 (IH. m), 7.81 (IH t J=7.7Y 8.1 OH d. J= 


I (2H, dd, Jl=7.3 J2=A 
1, J-8.6 Hz), 7.19 (2H, < 
=7.9 Hz), 8.7 (IH, d, J=. 


kl Hz), 
d, J=8.5 
4.4 Hz) 


52. 




OEt 


OH 


382 


72 


'H: 1.2 (3H, t, J=7.0 Hz), 2.47 (3H, s), 2.9 (IH, d, J=7.0 Hz), 3.1 (IH, d, J=4.4), 
3.5 (2H, m), 4.1 (IH, m), 5.0 (2H, s), 7.0 (2H, d, J=8.61 Hz), 7.2 (2H, d, J=8.5 
Hz), 7.59 (IH. d, J=7.62 Hz). 8.48 (IH. d, J=8.0 Hz). 8.7 (IH, s). 9.26 (IH. sV 
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Preparation 4 

(2S)-Ethoxy-3-{4-[2-(5-ine11iyl-2-phenyl-oxazol-4-yl)-ethoxy]-phen^^ 

(compound No 64). 




10 Lithium aluminium hydride (465 mg) was added to an ice cold solution of 

Ethyl(2S)-ethoxy-3-{4-[2<5-methyl-2-phenyl-oxazol-4-yl)-ethox^^ 
propanoate (2.7 g) in tetrahydrofiiran (30 mL) in portions over a period of 15 minutes 
and the reaction mixture was stirred for further 15 minutes at the same temperature. 
The reaction was quenched by carefully adding saturated solution of sodium sulfate in 

15 water dropwise. Solids were filtered off and washed with, hot ethyl acetate. Combined 
filtrate was dried over sodium sulfate and evaporated. Crude product was 
chromatographed over silicagel using 5 to 25 % ethyl acetate in petroleum ether to 
yield 2.6 g of title compound. 

In like manner following compounds in the table 3&4 were prepared following 

20 the procedure described in preparation 4. 



Tables: 

R^O-Ar jf^ 



Ex. 
No 




At 


Gi 


. MoLWt 


% yield 


53. 


CX„. 




OEt 


336 


40 


'H: 1.0(3H,t, J=6.9K 
m),3.6(2H,m"), 5.1 (2 


[z), 2.0 (IH, t, J=5.5 Hz), 2.9 (11 
tH, s), 7.2 - 7.5 (9H, complex), ' 


Ei, m), 3.0 (IH, m), 3.5. (2H, 
7.7(2H,t,J=9.4Hz). 
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54. 


OH 






OEt 


370 


JO 


'h: 1.2(3H,t, J=7.11 
5.92Hz),3.2(3H,s), 
t, J=8.95Hz),4.9(lH 
Hz), 6.8 (IH, t, J=7.0£ 
J=7.8 & 1.3 Hz). 


Hz), 2.7(lH,d< 
3.4-3.6(5H,m 
, m), 6.66 (IH, < 
)Hz),7.11(2H, 


i, J=13.8 & 6.8 Hz), 2.8 (IH, dd, J=l 
), 4.0 (IH, dd, J=9. 16 & 3.64 Hz) 4 
i, J=7.98 Hz), 6.7 (2H, dd, J=6.7 & 1 
d, J=8.58 Hz), 7.2 (IH. m). 7.9 (IH, 


3.8 & 

1 (IHE, 

.96 

dd. 


55. 






cr 


OEt 


373 


97 


*H: 1.1 (3H,t, J=6.9] 
6.9 Hz), 3.0 '(2H, m), 
(2H, t, J=5.9 Hz), 6.6 
Hz), 7.0 mV 7.W 


Hz), 2.7 (IH, dc 
3.4- 3.6 (5H, n 
(IH, m), 6.7 (1 

'2H, dd, J=8.6& 


, J=14.0 & 6.9 Hz), 2.8 (IH, dd, J= 
a), 3.7 (2H, t, J =5.8 Hz), 3.8 (2H, 

H, d, J=8.2 Hz), 6.8 (2H, dd, J=8.6 

I. 95 Hz). 


=14.0 & 
m), 4.1 
& 1.95 


56. 


COO 


J 


or 


OEt 


405 


62 


^H: 1.1 (3H,t, J=7.0J 
5.9 Hz), 3.4- 3.6 (5H, 
(6H complex), 6.8 C4I 


Iz), 2.7 (IH, d4 
complex), 3.9 ( 
i complex), 7.1 


. J=14.0 & 7.0 Hz), 2.78 (IH, dd, J= 
2H, t, J=6.6 Hz), 4.1 (2H, t, J=6.6 I 
(2H,d, J=8.6 HzY 


=14.7 & 
Iz), 6.6 


57. 


^CH2 




cr 


OEt 


389 


'72 


'H: 1.1 (3H,t, J=7.0H 
6.8 Hz), 2.7 (lH,dd,J 

m), 7.5r4Hm\ 8.1^2 


z), 1.9 (IH, dd, J=5.3 &1.8 Hz, OH), 2.6 (IH, dd, J= 
=14.0 & 6.0 Hz), 3.4 - 3.6 (5H, complex), 4.3 (2H, i 
Hz), 6.7 (2H, d, J =8.6 Hz), 7.0 (2H, d, J=8.6 Hz), 7 
H,d.J=7.7Hzy ^ 


=13.5 & 
t, J=6.0 
-2(2H, 


58. 


oo 

— - . • — L 


XT 


OEt 


355 


98 




VI ^o^- 5 f ^-^^ "^-^^ ^ ^=^1 Hz). 6.6 (2H, dd, J=12.13 & 4.e 
^ ' ^ ^^^^ ^' ^^-^"^ ^ J=l-44 Hz), 7 


nplex), 
56 Hz), 
.0 - 7.2 
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59. 


0:> 

CH2 




0 


r 


OEt 


339 


95 


'H: 1.1 (3H, t, J=7.0 
6,0 Hz), 3.4 -3 6 CSH 
(1H. d, J=3.0 Hz), 6. 
(IH, d, J=8.2Hz) 7 6 


Hz), 2.6 (ladd, J=14.7 & 6.8 ] 
complex), 4.2 (2a t, J=5.6 Hz' 

7 (2a dd, J=8.6 & 1.9 Hz), 7.' 
(la d, J=7.8 Hz). 


Hz), 2.7 (la dd, J=14.8 & 
), 4.5 (2a t, J=5.6 Hz), 6.5 
1 (3a m), 7.2 (2K,m), 7.4 


60. 




XT 


OEt 


421 


76 


'H: 1.1 (3H,t, J=6.99 
& 5.8 Hz), 3.4 -3.6 r5 


Hz), 2.7 (IH, dc 
a m), 4.3 (4a 


, J=13.8 & 6.97 
m), 6.8 (2a m) 


Hz), 2.8 (IH, dd, J= 
,6.9 (4am), 7.1(6 


13.75 
H,m). 


61. 


CH2 


XT 


OEt 


357 


56 


'H: 1.2(3H,t, J=6.99 
5.9Hz)3.6(7H,m),3 
4.4Hz). 6.7 f2H. mV 6 


Hz), 2.7 (la dd 
:7 (2a t, J=5.64 
.8 (4am), 7.2 ( 


, J=13.8 & 6.69 
tHz),4.16(2at 
:2a d. J=8.58 H 


Hz), 2.8 (la dd, J= 
. J=5.7Hz), 4.2 (2a 


13.8 & 
t,J= 


62. 










OH 


353 


20 


H: 2.37 (3H, s), 2.7 (2H, m), 2.99 (IF 
3.9 (IH, m), 4.2(2H, t, J=6.69), 6.8 (21 
7.4 (3H, m), 7.98 (2a m). 


I, t, J=6,69), 3.5^ 
a, dd, J=1.95 & ( 


KlH,m), 3.4-3.7(2 
S. 63), 7.1 (2ad, J= 


H,m), 
8.55), 


63. 


1 — ■ — 




or 


SPh 


445 


20 


H: 2.44 (3H, s), 2.8 (2H, dd, J=7.35 & 2.46 Hz), 3.13 (2H, t, J=5.89 Hz) 3 37 
(IH, m), 3.57 (2H, m), 4.31 (2H, t, J=6.1 Hz), 6.82 (2H, d, J=8.6 Hz), 7.1 (2W d 
J=8.55 Hz), 7.28 (2H, m), 7.39 r2H m\ 7 52 (4H, m) R 1 0 (OH n) 


64. 




J 




r 


OEt 


381 


84 


^H: 1.1 (3H,t, J=6.9H 
J=12.9 & 6.9 Hz), 2.9 ( 
J=8.55Hz), 7.1 (2a d. 


z), 2.3 (3a s), 2.5 (la dd, J=13.5 & 6.7 Hz), 2.7 (la dd 
[2a t, J=6.69), 3.5 (5a m), 4.2 (2a t, J=6.69), 6.8 (2a d, 
, J=8.5 Hz), 7.2 - 7.4 OH. m). 7.9 (2H mV 


65. 


CH3 

• 1 . : 


J 




OEt 


330 


96 




•H : 1.17 (3a t, J=6.9 Hz), 1.58 (11 
(la m), 3.13 (3a s), 3.48-3.58 (. 
(2a t, J=5.64 Hz), 6.50-6.56 (2a m ) 
J=8. 64 Hz); 7.44-7.45 (la m). 8.13-8 


i, broad-s), 2.68-2.7 (la m), 2.7-2.85 
Sa m), 3.97 (2a t, J= 5.85 Hz), 4. 15 
, 6.86 (2a d, J=8.64 Hz), 7.07 (2a d 
.16 da m). 



55 
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1 66. 






OEt 


329 


82 




"s, i '■^''PH. t, J=7.6Hz), 2.59-2.69 C3H. m) 


2.77- 
J= 6.57 
^92 


1 


° CH3 

. .- : 




OEt 


373 


on 




ti: 1.1/ (JH, t, J=6.9 Hz) , 2.4 (3H 
4.96 (2H, s), 6.9 (2H, d, J=8.47 Hz), 
Hz), 7.38-7.40 (IH, my 7.62-7 64^1 


U), 2.69-2.81 (2H, m), 3.45-3.62 
7.08-7.09 (lH,m), 7.14 (2H,d, 
H,m) 


(5H,m) 
J=8.47 


68. 


° CH3 


xr 


OEt 


387 


97 




1.1/ C3H, t, J=7.02 Hz), 2.35 (31 
Hz), 3.42-3.57 (5H, m), 4.2 (2H, t, J=( 
(3H, m), 7.35-7.37 (IH, dd, J=1.17 & 
Hz). 


I, s), 2.67-2.79 (2H, m), 2.94 (2H, t, 
>.63 Hz), 6.82 (2H, d, J=8.58 Hz), 7 
5.04Hz), 7.57- 7.58 (IH, dd, J=l.ll 


J=6.63 
06-7.10 
& 3.66 


69. 


V 

SCH, 


.xr 


OEt 


425 


95 




±1: 1. 1 / (3H, t, J=6.9 Hz), 2.36 (3H 
(5H, m) 3.92 (2H, t, J=6.47 Hz), 4.2J 
(IH, d, J=3.4 Hz), 6.62 (2H, d, J=8.5 1 
m). 


, s), 2.51 (3H, s), 2.6-2.8 (2H, m), 
? (2H, t, J=6.6 Hz), 5.96-5.98 (IH, ^ 
az), 7.05 (2H, d, J=8.5 Hz), 7.25-7.3 


3.4-3.6 
m), 6.0 
4 (4H, 


70. 


° CH3 

j^^ - ^ - . L 




OEt 


427 


92 




2.79 (IH, m), 2.96 (2H, t, J-S.6 Hz), 3.43-4.13 (5H, m) 4 21 (2R t J-6 

TUfm"^ ' ''^'^ "^(^ 4 jig x'g 


1, 2.77- 
.6 Hz), 
.8(2H, 


71. 


i^-r : =— L 


xr 


NHa 


352 


70 




a.: Z.5I (.JH, s), 2.83 (2H, s), 2.96 (2 
(2H, t, J=6.35 Hz), 6.89-6.91 (2H m 
7.93-7.96 f2K m). 


H, t, J=6.21 H2 
), 7.13-7.19 (21 


:), 3.36-3.65 (3H, m 
a, m), 7.45-7.48 (3] 


), 4.22 
H. m). 
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72. 


Itt , .^c:: — ^ 


XT 


NHBoc 


438 


100 




^ /li.^^ ^-^^ *'^°^^-^)> 2-43 (3H, s), 2.78 (2H, d J=7 11 H 
t4V« °^)' ^ «2 (IH, broad-s), 4.97 (2ii, s) 6 96 
J-8.58 Hz), 7.13 (2H, d, J=8.58 Hz), 7.41-7.46 (3H, m), 7.98-8^3 2H m 


2), 3.52^] 
(2H, d, 
)• 


73. 


M-r^^ , mr — — 


xr 


NHBoc 


452 


60 




i^iviiu-d6, -H: 1.28 (9H, s), 2.34 (3H s) 2 68-2 72VlH m\ 9 Ql (on * 
J?)' ,3 02-3.47 (4H, m), 4.15 (21^ w4.58 i^.) 6^ d J^^^^^ 
..eiL_d,J=8.55Hz\ 7.45-7.52 r3H rr.^ 7 8«.'7oi Ap- „, ^ ' ' " 


, J=6.52 
z), 7.07 


74. 


OH 


xr 


OEt 


345 


77 1 




'H: l.i7(3H,t,J=6.9 
m), 4.15(2H,d,J=6.] 
Hz),7.09(2H,d,J=8.( 

(1H.S) 


Hz), 1 24-1.32 (3H, m), 2.66-2.71 (4H, m), 3.49-3.5' 

I ^\ n^lV^ ^ ^=^•'7 *^)' 6-84 (2H, d, J=8 
51 Hz), 7.39 (IH. d, J=8.04 Hz ), 7.54-7.57 (IH m) 


7(5H, 

.64 

8.42 


75. 


— 7 . ^ . — 


xr 


OEt 


340 


99 






Hz). 


76. 


CH2 


xr 


OEt 


367 


97 




H. 1.1/ C3H, t, J 6.99 Hz), 2.4 (3H, s), 2.6-2.8 (2H. m> 3 4 - 3 6 rSHl^Tk 


4.9 
m). 


/ /. 


^CH3 

CH3 

- L_ 


xr 


OEt 


399 


96 





:i^Q ;S ^T'i'nr^^ ^-^^ 2 48 (3H, s), 2.62-2.77 (2H, m), 3 • 
ZA9 (5H, m), 4.05 (2H, t, J=5.7Hz), 4.29 (2H, t, J=5.6 Hz), 5.81 (IR d J= 
f>'3%Q2^H>^»J=3.4Hz), 6,75-6.78 (3li m), 6.89 (IH, d J=3.IS),Vl 


41- 
2.9 
(2H, 
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78. 




J 


or 


OH 


339 


68 


'H: 1.9(1H,s), 2.02 ( 
(IH, m), 3.9 (IH, m), 
7.42-7.46 (3H, m\ ?.£ 


IH, s), 2.43 (3H, s), 2.66-2.80 (2H, m), 3.5 (IH, ra), 
4.98 (2H, s), 6.9 (2H, d, J=8.5 Hz), 7. 1 (2H, d. .1=8.5 
>-8.03 C2H, m) 


3.68 
Hz), 


79. 


CH3 

X) 






OEt 


419 


86 


H : 1. 16 (3H, t, J=6.99 Hz), 2.39 (3H, s), 2.64-2.77 (2H, m), 3.47-3.53 (51 
4.23 (2H, t, J=6.07 Hz). 4.54 (2H. t, J=6.06 Hz), 5.99 (IH, d, J=3.57 Hz) 6 
(IH, d, J=3.6 Hz), 6.69 (IH, s), 6.73 (2H, d, J=8.6i Hz), 7.05 (2H, d, J=8.5 

7.2-7.5 (4H m) 


H,m), 
i.56 
5 Hz), 


80. 


j^N'^CH2 




or 


OEt 


423 


93 


H : 1.17 (3H, t, J=7.0 Hz), 2.35 (3H, s), 2.66-2.77 (2H, m), 3.45-3.57 (4H, m), 
3.58-3.74 (IH, m), 3.92 (2H, t, J=6.54 Hz), 4.25 (2H, t, J=6.52 Hz), 5.93 (IH d 
J=3.12 Hz), 5.99 (2H, s), 6.04 (IH, d, J=3.39 Hz), 6.64 (2H, d, J=8.58 Hz), 6.84- 
6.88 (3H.m\ 7.04 (2H,d,J=8.55Hz^ 


81. 


1 

CH3 

1 L 


XT 


OEt 


340 


40 


H : 1.17 (3H, t, J=6.78 Hz), 2.68-2.77 (2H, m), 3.44-3.61 (5H, m), 3.89 (3H s) 
5.36 (2H. s). 6.99 (2H, d, J=8.64 Hz\ 7.12 f2H d_ J=8 61 7 96.7 70 raw ^^ 


82. 


/^CHz 
Me ^ 




cr 


OEt 


367 


100 


•H : 1.19 (3H, t, J=6.97 Hz), 2.49 (3H 
4.83 (2H. s), 6.88 (2H. d, J=8.55 Hz). ' 


I, s), 2.67-2.83 ( 
7.15(2H.d. J=8 


2H, m), 3.44-3.62 (5H, m), 
.49 Hz), 7.26-7.74 (5H, m) 



SB 
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Table 4: 







R^O-Ar^ 


X G2 
Gi 








Ex. 

No 




At 


Gi 


G2 


Mol. Wt 


% 
yield 


83. 




XX 


Get 


CH2OH 


394 


87 




'H: 1.17(3H,t, J=7.0C 
2.97(2H,t, J=.6.75H 
m),4.21 (2H,t, J=6.7 
7.45 (3a m\ 7.95-7.9 


1 Hz), 1.66-1.69 (2H, m), 2.37 (3H, s), 2.59-2.66 (21 
z), 3.43-3.48 (IH, m), 3.57-3.62 (IH, m), 3.72-3 74 
Hz), 6.83 (2H, d , J=8.6 Hz), 7.06 (2H, d , J=8.6 Hz 
9(2H.m). 


(3H, 
), 7.39- 



10 



15 



20 



Preparation 5 

l-Ethoxy-(2S)-ethoxy-3-[4-{2-(5-metliyl-2-plienyl-oxazol-4-yl)-ethoxy}- 
plienyl]-propane (compound No 84). 

,CH3 




To a stirred suspension of powdered sodium hydroxide (250 mg) in 
dimethylsulfoxide (10 mL), (2S)-Ethoxy-3-{4-[2-(5-methyl-2-pheuyI-oxazol-4.yl)- 
- ethoxy]-phenyl}-propan-l-ol (compound No 64) (1.15 g) was added and stirred at 
ambient temperature for 20 minutes. Reaction mixture was cooled in an ice bath and 
ethyl iodide (0.5 g) was added and stirred for fiirther 30 minutes at the same 
temperature followed by 17 hours at ambient temperature in nitrogen atmosphere. 
Reaction mixture was poured in ice cold water and extracted with diethyl ether 
(3X50mL). The combined organic extract was washed with water (100 mL), brine (100 
mL), dried over sodium sulfate and evaporated under reduced pressure. Crude product 
was chromatographed over sUicagel using 5% ethyl acetate in petroleum ether to yield 
0.6 g of title compound. 
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Preparation 6 

2-((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}- 
propoxy)-benzoic acid (compound No 89). 



59 
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Step 1: Preparation of Methyl-2-((2S)-ethoxy-3-{4-[2-(5-methyl-2.phenyl-oxazol-4- 
yl)-ethoxy]-phenyl}-propoxy)-benzoate. 

To a solution of (2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxa2ol-4-yl)-ethoxy]- 
phenyl}-propyl methane sulfonate (compound No 91) (0.9 g) in toluene (10 mL) 
potassium carbonate (0.5 g) was added followed by methyl salicylate (0.25 mL) and the 
reaction mixture was refluxed for 3 hours. Reaction mixture was cooled to ambient 
temperature and poured in ice cold water. It was extracted with ethyl acetate (3X50 
mL). The combined organic extract was washed with water (100 mL), brine (100 mL), 
dried over sodium sulfate and evaporated under reduced pressure to yield 818 mg of 
product. 



20 



Step 2: 2-((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}- 
15 propoxy)-benzoic acid. 

To a solution of Methyl.2-((2S)-ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxa2ol-4- 
yl)-ethoxy]-phenyl}-propoxy)-benzoate. (518 mg) in methanol (10 mL) was added 
another solution of sodium hydroxide (241 mg) in water (5 mL) and the reaction 
mixture was stirred at ambient temperature for 72 hours. Solvents were evaporated 
under reduced pressure. Residue was dissolved in water (50 mL), acidified with IN 
HCl and extracted with diethyl ether (3X50 mL). The combined organic extract was 
washed with water (50 ml), brine (50 mL), dried over sodium sulfate and evaporated 
Under reduced pressure. Crude product was recrystalized from a mixture of diisopropyl 
ether and petroleum ether to yield 345 mg of product. 
25 Preparation 7 

((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy3-phenyl}-propoxy)- 
acetic acid (compound No 87) 



30 
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Step 1: Preparation of Ethyl- ((2S)-ethoxy-3.{4-[2-(5-methyl-2-phenyl-oxazol^yl)- 
ethoxy]-phenyl}-propoxy)-aeetate. 

To a stirred suspension of 50% sodium hydride (189 mg) in tetrahydro furan (10 
mL) was added a solution of (2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)- 
ethoxy]-phenyl>-propan-l-ol (1.0 g) in 5 mL tetrahydroforan at a temperature below 
10 "C and stirred at ambient temperature for 2 hours. Reaction mixture was again 
cooled below 10 "C and to it was added ethyl bromoacetate (1.75 mL) and stirred at 
ambient temperature for 15 hours. Reaction mature was poured into ice cold water (50 
mL) and extracted with diethyl ether (3X50 mL). The combined organic extract was 
washed with watra- (100 mL), brine (100 mL), dried over sodium sulfate and evaporated 
under reduced pressure. Crude product was chromatographed over sUicagel using 7% 
ethyl acetate in petroleum ether to yield 350 mg of title compound and 300 mg of (2S> 

Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl>-propyl bromo- 
acetate (compound no. 90) 




Step 2: Preparation of ((2S)-Ethoxy-3-{4-[2-(5-metiiyl-2-phenyl-oxazol-4-yl)-etiioxy]- 
phenyl}-propoxy)-acetic acid. 

Tide compound was prepared from Ethyl- ((2S)-ethoxy-3-{4-[2-(5-methyl-2-phenyl- 
oxa2ol-4-yl)-etho:^]-phenyl}-propoxy)-acetate following procedure similar to that 
described in preparation 6, step 2. 

Preparation R 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propyl- 
methanesulfonate. (compound No 91) 




To a solution of (2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-etiioxy]- 
phenyl)-propan-l-ol. (compound 64) (5.4 g) in dichloromethane (80 mL) was added 
trietiiyl amine (3.0 nL) and cooled to 10° C. To this was added metiiauesulfonyl 

61 
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chloride (1. 1 mL) dropwise and the reaction mixture was stirred at ambient temperature 
for 3 hours. Reaction mixture was dUuted with dichloromethane (lOOmL) and washed 
with water (100 mL). The organic layer was dried over sodium sulfate and evaporated 
under reduced pressure to yield 6.0 g of title compound. 

In like manner following compounds in table 5 were prepared following the 
procedure described in preparation 5-8 by using appropriate reagents and reaction 
conditions. 
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Table 5: 



R^O-Ar 




Ex 

No 




Ar 


G, 


G2 


MolWt 


% 
Yield 


84. 


l^, - - 






OEt 


OEt 


409 


57 


n: i.l(3H,t, J=6.99Hz), 1.: 
Hz), 3.0 (2H, t, J=6.69 Hz) 3. 
dd, J=1.87 & 6.65 Hz). 7.1 (2 


2(3H,t, J=6.99t 
5 (7H, complex), 
H, d, J=8.55 Hzy 


Iz), 2.4 (3H, s), 2.7 (2H 
4.2 (2H, t, J=6.69 Hz), 
7.4 OH m) 7.9 r2H n 


, t, J=6.6 
6.8 (2H, 


85. 


1 — — : — : — ■ — ■ 




Cr 


OEt 




425 


29 


H. 1.1 (3H, t, J-7.01 Hz), 2.37 (3H, s), 2.7 (2H, dd, J=2.58 & 6.45 
(2H, t, J=6.69 Hz) 3.4-3.5 (7H, complex), 3.7 (2H, m), 4.2 (2H, t J= 
6.8 (2H, dd, J=2.0 & 6.64 Hz), 7.1 (2H, d, J=8.61 Hz), 7.4 (3H, m) 
m), V > 


Hz), 2.99 
=6.70 Hz), 
7.99 (2H, 


86. 


"xrz — — — — — 


J 


or 


OEt 




423 


67 


H: 0.9 (3H, t, J-7.41 Hz). 1.1 (3H. t, J=7.0 Hz), 1.59 (2H, m) 2 3 (3H s) 2 6- 
2.8 (2H, m), 2.98 (2H. t, J=6.7 Hz), 3.3 (5H, m) 3.5 (2H m) 4 ^ (2H t J=6 7 
Hz), 6.8 (2H, dd, J=6.6 & 2.0 Hz). 7.1 (21^, 1^8.6 Hz). 7"^'(3li 79 (2B^ 



62 
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87. 


1 — ■ 


XT 


OEt 


o 


439 


80 


•H. 1.2(3H,t, J=7.0HzX 2.^ 
dd, J=13.8& 5.7 Hz), 3.0 (21 
(2H, s), 4.2 (2H, t, J=6.6 Hz) 
(3H, m), 7.9 (2H, m). 


i t, J=6.6 Hz), 3 
, 6.8 (2H, d, J=8 


1, dd, j=13.8 & 7.2 Hi 
.4 (IH, m), 3.5 - 3.7 ( 
5 Hz), 7.0 (2H, d, J=8 


y, 2.6 (IH, 
4H,m), 4.0 
.5 Hz), 7.4 


88. 


(X) 

-T— — = 




0 


r 


OEt 


OEt 


401 


00 


H: 1.12 (3H, t. J=7.0 Hz), 1.19 (3H, t, J=7.0 Hz), 2.75 (2H, m). 3 
3.38 (2H, dd, J=4.5 & 1.17 Hz), 3.4 (5H, m). 3.7 (2H, t, J=5.8 Hz), 3 
4.1 (2H, t. J=5.8 Hz), 6:6 (IH, m), 6.7 (IH, d, J=8.2 Hz), 6.8 (2H d 
7.0(2H,m),7.1(2H,d,J=8.6Hzy 


0 (2H, m), 
.8 (2H, m), 
J=8.6 Hz), 


89. 






0 


r 


OEt 


COOH 


501 


67 


'H: 1.22(3H,t, J 
(3H, m), 3.61 (21 
(IH, dd, J=9.61 & 
7.41 C4H. m), 7.9( 


r=6.99 Hz), 2.37 (3H, s), 2.7S 
a, m), 3.87 (IH, m), 4.0 (11 
i 3.21 Hz), 4.2 (2H, t, J=6.7 
5 (2H, dd, J=7.53 &2.19 .Hz^ 


> (IH, dd, J=] 
% dd, J=10.e 
Hz), 6.88 (31 
, 8.16 (IH, d. 


13.9 & IX 
i6 & 7.3f 
i m), 7.0 
J=6.03 (S 


3 Hz), 2.97 
; Hz), 4.17 
•9 (3H, m), 
c 3.0 Hz). 


90. 


— r— ^ 




0 




OEt 




502 


50 


•H: 1.1 (3H,t, J=6.99Hz),2. 
3.7 (3H, complex), 3.8 (2H, s' 
7.1 (2H, d, J=8.6Hz). 7.4 DH 


3 (3H, s), 2.7 (21 
), 4.0 (IH, m), 4. 

, m), 7.9 (2H. m\ 


i, m), 2.9 (21 
2(3H,m), 6. 


% t, J=6.7 Hz), 3.4 - 
8 (2H, d, J=8.6 Hz), 


91. 


"~r— 


J 


0 




OEt 


— OSO2CH3 


459 


84 


•H: 1.1(3H, t, J=7.0 Hz), 2.3 (3H, s), 2.8 (21 
(3H, s), 3.5 (2H, m), 3.6 (IH, m), 4.0 (IH, dd 
6.8 (2H, d, J=8.6 Hz), 7.1 (2H, d, J=8.5 Hz), 1 
2.2 Hz). 


a, m), 2.9 (2H, t, J=6.7 Hz), 3.0 
, J=10.9 & 5.6 Hz), 4.2 (3H, m), 
'.4 (3H, m), 7.9 (2H, dd, J=7.9 & 


92. 








OEt 


— OSO2CH3 


364 


100 



63 
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93. 


T~7~: ~ 


xr 


OEt 


OCH3 


401 


87 


■H: 1.13 (3H,t, J=6.99Hz), 
J=6.57Hz), 3.33 (3H, s), 3.^ 
d, J=8.32Hz), 7.06-7.13 (31 


2.35 (3a s), 2.7^ 
t2-3.58 (SH, m), 
I,m), 7.35-7.36 


i (2a d, J=6.42 I-Iz), 2 
4.20 (2a t, J=6.61 a 
(la m). 7.57-7.58 (IE 


.94 (2a t , 
z), 6.8 (2a 
[, m). 


94. 








OEt 


OEt 


455 


88 


'H: 1.11 (3H,t,. 
2.70-2.75 (2H, m 
Hz), 6.79 (2H, d, 
8.0(2H, d,J=8.1f 


r=6.99 Hz), 1.17.(3a t, J=7.0 Hz), 2.39 (3H, s), 2.51 (3H, s), 
), 3.04 (2a t, J=6 Hz), 3.33-3.55 (7H, m), 4.25 (2a t, J=6.0 
J=8.55 Hz), 7.10 (2a d, J=8.52 Hz), 7.28 (2a d, J=8.46 Hz) 
?Hz). ^ ^ ' 


95. 




J 




OEt 


OEt 


415 


50 


'H: 1.12 (3H,t, ] 
m), 2.95 (2H, t, J 
J=6.6 Hz), 6.8 (2 
7.36-7.38 (lH,m 


=7.0 Hz), 1.25 (3a t, J=7.0 Hz), 2.35 (3a s), 2.72-2.8 (2H " 
=6.6 Hz), 3.35-3.38 (2a m), 3.44-3.56 (5a m), 4.20 (2H, t,' 
•a d, J=8.6 Hz), 7.07-7.10 (la m), 7.1 (2a d, J=8.6 Hz), 
), 7.59-7.60 (la m) 


96. 




J 


cr 


OEt 


OEt 


401 


37 


^H: l.ll(3H,t,J 
(2H, m), 3.36-3.5 
m), 7.16 (2a d. J 


=7.0 Hz), 1.17-1.22 (sat, J 
9 (7a m), 4.95 (2a s), 6.93 
=8,64 Hz). 7.39-7.41 fia 


=7.0 Hz), 2.A 
(2H, d, J=8:6 
1, 7.64-7.66 ( 


H (3a s), 2.74-2.77 
Hz), 7.08-7. ll(ia 
lamY 


97. 




J 




OEt 


— OSO2CH3 


451 


78 


'H: 1.15 (3H, t , J=6.99 Hz), 2.4 (3H, s), 2.77 
3.61 (3H, m), 4.05-4.26 (2H, m), 4.94 (2H, £ 
7. 1 1 (IH, m), 7.15 (2a d . J=8.6 Hzl 7.39-7.4 


-2.82 (2a m), 3.03 (3] 
i), 6.94 (2a d , J=8.6 
0 (la m), 7.62-7.64 ( 


H, s), 3.46- 
Hz), 7.08- 
lam). 


98. 




J 


or 


OEt 


— OSO2CH3 


407 


100 


^H: 1.15(3H,t, J=6.9Hz), ] 
(3H, s ), 3.32 (2H, t , J=6.4 
(2H,t, J=6.4Hz),6.84(2a 
d, J=7.97Hz), 7.65 (IH. ml 


.24 (3a t , J=7.57 Hz), 2.66-2.80 (4a m), 3 05 
Hz), 3.49-3.57 (4a m), 4.02-4.1 (la m), 4.34 
d , J=8.53 Hz), 7. 1 (2a d , J=8.5 Hz), 7.25 (IH, 
8.44 (iad,J= 1.95 Hz). 
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99. 


c 

1 — 




jj^ NHBoc — OSO2CH3 


516 


85 


M: 1.42 (9H, s), 2.43 (3H, s), 2.75-2.86 (2H, m), 3.01 (3H s) 4 0 
J=8.58 Hz). 7.41-7.46 (3H, m), 8.0-8.03 ('2H ^ 


5-4.13 (2H, 
14 (2H, d. 


100. 




X) 




OEt 


— OSO2CH3 


497 


74 


H: 1.14 (3H,t 
3.45-3.58 (2H, 
4.54(2H,t, J=e 
(IH, s), 6.74 (2 


J=6.99 Hz), 2.4 (3H, s), 2.75 (2H, t, J=6.93 Hz), 3.6: 
m), 3.56-3.67 (2H, m), 4.0-4.1 (IH, m), 4.24 (2H t, J= 
).0 Hz), 5.99 (IH, d, J=3.6 Hz), 6.56 (IH, d, J=3.6 Hz^ 
H, d, J=8.49 Hz). 7.06 (2H d. J=8 49 Hr^ 7 90.7 <;i ; 


2(3H,s), 
=5.91 Hz), 
), 6.69 
:4H.m) 


101. 


c 


' N^CH, 

o 




OEt 


— OSO2CH; 


501 


62 


•H: 1.14 (3H,t 
3.48-3.56 (4H, 
J=6.31Hz), 5.9 
(2H, d, J=8.58 ] 


., J-6.97 Hz), 2.35 (3H, s), 2.76 (2H, t, J=6.48 Hz), 3.03 (3H s) 
m), 3.92 (2H, t, J-6.48 Hz), 4.20 (IH, t, J=5.46 Hz), 4 25 (2H t 
►2 (IH, d. J=3.3 Hz), 5.99 (2H, s), 6.03 (IH, d, J=3.39 Hz), 6.64 
^z) , 6.81-6.84 (3H mV 7.05 (2Vf rf T=R 


102. 


1 


,N'^CH2 

X) 




OEt 




573 


77 


H : 1.03 (3H, t, J=6.97Hz), 2.39 (3H, s), 2.A 
3.33-3.44 (4H, m), 3.92 (2H, t, J=5.28 Hz^ 
J=6.01 Hz), 5.98 (IH, d, J=3.6 Hz), 6.56 (11 
6.97 (2H. d, J=8.46 Hz\ 7.21-7.54 r6H mV ' 


\2 (3H, s), 2.65 
1, 4.19-4.21 (1 
I, d, J=3.6 Hz) 
^75 (2H. d, J= 


(2H, d, J 
H, m), 4 
, 6.67-6.7 
5.22 Hz) 


=6.39 Hz), 
.54 (2H, t, 
0 (3H, m). 


103. 








OEt 




577 


85 


•H : 1.03 (3H, t, J=6.99 Hz). 2.35 (3H, s), 2.4 
3.33-3.56 (3H, m), 3.89-3.94 (4H, m), 4.25 
J=3.33 Hz), 5.99 (2H, s), 6.03 (IH, d, J=3.: 
6.84-6.90 (3H, m), 6.97 (2H, d, J=8.52 Hz), 1 
J=8.28 Hz) 


3 (3H, s), 2.65 (2H, d, J 
(2H, t, J=6.48 Hz), 5. 
56 Hz) , 6.59 (2H, d, J= 
'.31(2H,d, J=8.4Hz),7 


=6.39 Hz), 
92 (IH. d, 
=8.55 Hz), 
.76 (2H, d. 
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104. 


1 

CH3 

-^r:r: — ^ — 




OEt 


OEt 


368 


92 


ti . 1.50 (3H, t, J=6.99 Hz), 1.19 (3H, t, J=6.95 Hz), 2.75 (2H t J 
(2H, d, J=8. 5 Hi), 7.26-7.37 (4H, m) 


r=6.18 Hz), 
5 Hz), 7.15 


105. 


^ N^CH 

1^ 




OEt 


0-/j-Pr 


409 




H . 1 13 (3H, t, J-7.0 Hz), 1.27 (3H, t, J=7.06 Hz), 1.53-1.65 (21 
(3H, s), 2.69-2.84 (2H. m), 3.35-3.45 (5H, m), 3.55-3.61 (2H m) 4 
6^93 (2H, d, J=8.67 Hz), 7.15 (2H, d, J=8.64 Hz>, 7.14-Z46 (31^ n 
(2H, m) 


i m) 2 43 
98 (2H, s), 
1), 8.0-8.04 


106. 


H3C 

\-z — ~ — — — ■ ' 


jy 


OEt 


OEt 


395 


98 


T . 0 , J=6.97 Hz), 1.18 (3H, t, J=7.0 Hz), 2.48 (3H, s), 2 
T A^}r 3-39-3-59 (7H, m), 4.83 (2H, s), 6.87 (2H, d, J=8.49 Hz) 
d, J=8.49 Hz), 7.42-7.74 f5H, m) 


.78 (2H, d, 
, 7.17 (2H, 


107. 


Tzrz z — T" — ! 




OEt 


Jv.^COOH 

u 


487 


85 


•H: 1.23 (3H,t, J=7.0Hz) 
3.7(lH,m),3.9(lH,m),^ 
6.97 (2H,d, J=8.52Hz),7 
m), S.nOH. d, J=6.15H 


, 2.4 (3H, s), 2.8-3.0 (2H, m), 3.5-3.6 (2H, m), 3.6- 
kO-4.1 (IH, m), 4.9 (2H, s), 6.85 (IH, d, J=8.31 Hz), 
10-7.15 (3H, m), 7.42-7.49 (4H, m), 8.0-8.15 (2H, 
z) 


108. 


1 ~ — ■ ^ 




OEt 


— OS02CH3 


446 


98 


'H: 1.15 (3H, t, J=6.99I 
3.6 (2H, m), 3.6 - 3.7 (IH 
J=8.61), 7.14(2H,d,J=8.6 


Iz), 2.4 (3H, s), 2.7 - 2.8 (2H, m), 3.0 (31 
[, m), 4.0 - 4.2 (2H , m), 4.9 (2H, s ), 6. 
1 Hz), 7.41 - 7.46 (3H. mV 8 0 -8 03 r7H , 


a, s), 3.4 - 

95 (2H, d, 
m) 


109. 


CH3 




OEt 


— OS02CH3 


477 


90 




H : 1.14 (3H, s). 2.48 (3H, s), 2.74 (3H. s), 2.79 (2H, m), 3.03 (3H. s) 3 43- 
3.57 (3H, m). 4.05 (3H, t. J-S.4 Hz). 4.33 (IH. m), 45 (2H. m), i.9 (IH d 
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110. 






OEt 


OEt 


395 


76 


H : 1.13 (3H, t, J=6.9 Hz), 1.19 (3H, t, J=6.9 Hz). 2.43 (3H, s), 2.77 (2H, m), 
3 .37-3.63 (7H, m), 4.97 (2H, s), 6.9 (2H, d, J=8.6 Hz), 7.17 (2H. d, J=8.6 Hz) 

7.42-7.47 (3H, m), 8.0-8.03 (2U, m) 


111. 






OEt 




443 


51 


'H : 1.15 (3H, t, J=7.0 Hz), 2.47 (3H, s), 2. 
(IH, m), 3.8 (IH, m), 3.9 (2H, m), 5.0 (2H, £ 
7.25 (2H. m), 7.5 (3H, m), 8.05 (2H, m) 


89-2:92 (2H, m), 3.5 (IH, m), 3.65 
0, 6.87-6.96 (5H, m), 7.15 (2H, m). 



Preparation 9 

2-Ethoxy- 1 - {4-[2-(5-methyl-2-phenyl-oxazol-4-yI)-ethoxy] -phenyl} -3 - 
hydroxypentane. (Coinpound.No. 114) 

OH 

K2CO3 (0.645 g) was added to a solution of 4-(pentane 2-Ethoxy-.3-hydroxy)-phenoI 
(700 mg) in toluene (5 mL) at 20-30 °C. The reaction was stirred at reflux temp, for 1 
hour. To the reaction mixture was added 2-(2-phenyl-5-methyl-oxazole-4-yl)ethyl 
methane sulfonate (878 mg).Reaction mixture was stirred for 36 hour at reflux 
temperature. Reaction mixture was poured in to water (25 mL) and extracted with ethyl 
acetate (2 x 25 mL). Combined organic layer was washed with water (2 x 50 mL) & 
brine (50 mL), dried over sodium sulfate and evaporated under reduced pressure. Crude 
product was chromatographed over silicagel using pet. ether :ethyl acetate (9:1) as an 
eluent to afford pure 157 mg product. 

Preparation 10 

2-Ethoxy- 1 - {4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyi} -3 -ethoxy 
pentane 

(Compound. No. 115) 
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K2CO3 (0,368 g) was added to a solution of 4-(peatane 2,3-diethoxy)-pheno] 
(403 nig) in toluene (5 mL) at ?0.30 The reaction mixture was stirred at reflux 
temperature for 1 hour. To the reaction mixture was added 2-(2-phenyl-5-methyl- 
5 oxazole-4-yl)ethyl methane sulfonate (500 mg). Reaction mixture was stirred for 36 
hours at reflux temperature. Reaction mixture was poured in to water (25 mL) and 
extracted with ethyl acetate (2 x 25 mL). Combined organic layer was washed with 
water (2 x 50 mL), brine (50 mL) dried over sodium sulfate and evaporated under 
reduced pressure to yield the crude title compound (206 mg). Crude product was 
10 chromatographed over silicagel using pet.ether:ethyl acetate (9:1) as an eiuent to afford 
pure 90 mg product. 

In like manner followmg compounds m table 6 were prepared by a method 
similar to that described in preparation 9-10. 
Table 6: 



Ex. 

No 




At 


Gi 


G2 


Ga 


Moi. Wt 


% yield 


112. 






OEt 


OH 


Et 


395 


68 


'H: 0.94 (3H, t, J=7.39 Hz), ] 
1.53 (2H, m), 2.43 ( 3H, s), 2. 
(2H, d, J=8.5 Hz), 7.15 (2H, c 


L02 (3H, t, J 
72-2.75 (2H 
1, J=8.43 Hz 


=7.29 Hz), 1 
m), 3.28-3 
), 7.42-7.46 


1. 11 (3H,t, J=6.99Hz) 
47 (4H, m), 4.97 (2H, 
(3H, m), 7.99-8.03 (21 


, 1.51- 
s), 6.94 
I, m) 


113. 




jy 


OEt 


OEt 


Et 


423 


26 


•H - 0.96 (3H, t, J=3.6 Hz), 1.05 (3H, t, J=3.4 Hz), 1.21 r3H, t, J=7.14 Hz), 1.5 (2H, 
m), 2.4 (3H, s), 2.68 (2H, m), 3.39-3.47 (2H, m), 3.56-3.59 (4H, m), 4.9 (2H, s), 6.93 
(2H, d, J=8.54 Hz), 7.16 (2H, d, J=6.8 Hz), 7.42-7.46 (3H, m), 8.00-8.03 (2H, m) 
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114. 


Ph-^°s^CH3 

V-CH2 

1 — ~— - — ■ — ■ 




OEt 


OH 


Et 


409 


21.59 


■J:l:0.93(3H,t,J=7.41Hz), ] 
2.73-2.79 (2H, m ), 2.97 (2H, 
Hz), 6.8(2H,d,J=S.55Hz)/ 
(2H, m) 


1.10 (3H, t, J=6.99 Hz) , 1.47-1.52 (2H, m), 2.3 
t, 3=6.69 Hz), 3.26-3.47 (4H, m), 4.22 (2H, t J 

7.1 1 (2H, d, J=8.S5 Hz), 7.39-7.45 (3H, m), 7.9 


=6.70 
'5-7.99 


115. 


\— CH2 

rm 




OEt 


OBt 


Et 


437 


26.51 


H : 0.91-0.96 (3H, m), 1.01-1.06 (3H, m), 1.18-1.61 (3H. m), 1.55-1.61 (2H, m) 
2.37 (3H, s), 2.61-2.81 (2H, m), 2.97 (2H, t, J=6.7 Hz), 3.1-3.2 (IH, m), 3.2-3 3 (IH, 
m) 3.35-3.45 (2H, m) , 3.5-3.6 (2H, m), 4.22 (2H, t, J=6.70 Hz ), 6.82 (2H, d, J=8.55 
Hz), 7.12 aa d. J=8.52 Hz). 7.39-7.45 OH. m). 7.96-7.99 (20. m) 



Preparation 1 1 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyI}-propyl 
azide. (compound No 116) 



5 




To a solution of (2S)-Ethoxy-3-{4-[2-(5rmethyi-2-phenyI-oxazol-4-yl)-ethoxy]- 
phenyl}-propyl-methanesulfonate. (compound 91) (6.5 g) in dimethylformamide (30 
mL), sodium azide (5.3 g) was added and the reaction mixture was heated at 90 °C for 
four hours. Reaction mixture was cooled to 25 °C and poured into water and extracted 
10 with ethyl acetate (3X100 mL). The combined organic extract was washed with water 
(100 mL), brine (100 mL), dried over sodium sulfate and evaporated under reduced 
pressure. Crude product was triturated with methanol (30 mL) to yield 4.5 g of title 
compound. 

In like manner following compounds in table 7 were prepared by a procedure 
15 similar to that described for preparation 1 1 . 
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Ex. 
No 


R 


At 




Mol. Wt 


% yield 


Ho. 




J 




OEt 


406 


71 


H: 1.2 (3H, t, J=7.0 Hz), 2.3 (3H, s), 2.7 (IH, dd, J=13.5 & 6.6 Hz), 2.8 (IH, dd, 
J=13.5 & 6.2 Hz), 2.9 (2H, t, J=6.7 Hz), 3.1 (2H, m), 3.5 (3H, m), 4.2 (2H, t, 
J=6.7 Hz). 6.8 (2H, d, J=9.5 Hz), 7.1 (2U, d. J=8.5 HzV 7.4 r3H. 7 9 PR mV 


117. 




J 


cr 


OH 


378 


49 


*H: 2.38 (3H, s), 2.73 (2H, dd, J=6.8 & 2.6 Hz), 2.97 (21 
dd, J=12.4 & 6.8 Hz), 3.3 (IH, dd, J=12.4& 3.6 Hz), 3. 
J=6.57Hz), 6.83 (2H, d, J=8.64 Hz), 7.15 (2H, d, J=11.5 
(2H, dd, J=7.59 & 2.25 Hz). 


H,t J=6.8Hz), 3.2 (IH, 
9 (IH, m), 4.22 (2H. t, 
Hz), 7.41 (3H, m), 7.97 


118. 








OEt 


311 


93 


'H: 1.1 (3H, t, J=6.9; 
6.1 Hz), 3.1 (2H, m), 
J=8 5Hz), 7.3-7.4(5 


Hz), 2.7 (IH, dc 
3.5 (3H, m), 5.0 
H,m). 


i, J-13.8 & 6.8 Hz) 
(2H, s), 6.9 (2H, d 


, 2.8 (IH, dd, J=14.0 & 
[, J=8.5 Hz), 7.1 (2H, d, 


119. 


N ^(CH2)2 




cr 


OEt 


354 


96 


'H; 1.17(3H,t, J=6.9Hz), 1.24(3H,t, J=7.6Hz), 2.61-2.72 (3H, m), 2.78-2.80 
(IH, m), 3.13-3.24 (4H, m), 3.50-3.58 (3H, m), 4.31 (2H, t , J= 6.7 Hz), 6.85 
(2H, d , J=8.5 Hz), 7.1 (2H, d, J=8.5 Hz), 7.17 (IH, d, J=7.87 Hz), 7.45 (IH, 
m), 8.38(1H, d, J=2.09Hz). 


120. 


CH3 






OEt 


355 


82 


'H: 1.18 (3H, t, J=6.99 Hz), 2.69-2.8 (2H, m), 3.14 (3F 
3.52-3.57 (3H, m), 3.97 (2H, t, J=5.65 Hz), 4.16 (2H, t 
(2H, m), 6.83 (2H, d, J=8.64 Hz), 7.08 (2H, d, J=8.64 ! 
8.14-8.16 (IH, m). 


[, s), 3.14-3.19 (2H, m), 
, J=5.65 Hz), 6.50-6.56 
Hz), 7.44-7.46 (IH, m). 


121. 


° CH3 




cr 


OEt 


398 


95 


'H: 1.18 (3H, t , J=6.99 Hz), 2.4 (3H, s), 2.72-2.88 (21 
3.48-3.6 (3H, m), 4.94 (2H, s), 6.9 (2H, d, J=8.6 Hz). 7.C 
7.40 (IH, m), 7.62-7.64 (IH, m) 


I, m), 3.17-3.2 (2H, m), 
153-7.151 (3H, m), 7.38- 
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122. 




J 




OEt 


412 


83 




'H: 1.18(3H,t, J=7.00Hz), 2.35(3H 
Hz), 3.16-3.18 (2H, m), 3.52-3.58 (3t 
1=8.6 Hz) , 7.06-7.09 (3H, m), 7.353- 
7.58 (IH, m). 


, s), 2.69-2.80 (2H, m), 2.94 (2H, t, J=6.66 
\ m), 4.2 (2H, t, J=6.64 Hz), 6.81 (2H, d, 
-7.373 (IH, dd, J=1.14 & 5.07 Hz), 7.57- 


123. 


° CH3 


J 


or 


OH 


363 


53 


'H: 1.96 (IH, d, J=4.17 Hz), 2.44 (3H, s), 2.7-2.8 (2H, m), 3.25-3.41 
4.98 (2H, s), 6.97 (2H, d, J=8.6 Hz), 7.15 (2H, d, J=8.76 Hz), 7.4-7.45 
8.0-8.03 (2H, m). 


(3H, m), 
(3H, ra). 


124. 




J 




NH2 


377 


20 


'H: 2.38 (3H, s), 2.86 (2H, d, J=5.64 Hz), 2.96 (2H, t, J=6.44 Hz), 3.48-3.53 (2H, 
m), 3.63-3.67 (IH, m), 4.23 (2H, t, J=6.48 Hz), 6.93 (2H, d, J=8.31 Hz), 7.15 
(2H, d, J=8.35 Hz), 7.45-7.48 (3H, m), 7.93-7.96 (2H, m). 


125. 






cr 


NH2 


363 


40 


DMSO-d6, 'H: 2.43 (3H, s), 2.69 (2H, d, J=6.21 Hz), 3.25-3.30 (2H, m), 3.43- 
3.49 (IH, m), 4.96 (2H, s), 6.98 (2H, d, J=8.58 Hz), 7.15 (2H, d, J=8.58 Hz), 
7.51-7.53 (3H, m), 7.91-7.94 (2H, m). 


126. 






NHBoc 


463 


93 


'H: 1.42 (9H, s), 2.43 (3H, s), 2.69-2. 
broad s), 4.97 (2H, s), 6-97 (2H, d, J=! 
7.46 (3H, m), 8.0-8.03 (2H, m). 


80 (2H, m), 3.27-3.44 (2H, m), 3.92 (IH, 
8.64 Hz), 7.12 (2H, d, J=8.52 Hz), 7.42- 


127. 


^ O^CH3 




cr 


NHBoc 


477 


65 


'H: 1.41 (9H, s), 2.37 (3H, s), 2.66-2 
3.41 (2H, m), 3.89 (IH, broad s), 4.2^ 
Hz), 7.07 (2H, d , J=8.57 Hz), 7.40-7. 


78 (2H, m), 2.97 (2 
K2H,t, J=6.68Hz] 
446 (3H m), 7.95-': 


H, t , J=6.66 1 
>, 6.84 (2H, d , 
^99 (2H, m) 


Iz), 3.24- 
J=8.61 


128. 


OTBDMS 




OEt 


484 


65 


•H: 0.05 (3H, s), 0.10 (3H, s), 0.91 (9H, s), 1.17 (3H, t, J=6.9 Hz), 1.26 (3H, t, 
J=7.6 Hz), 2.6-2.7 (4H, m), 3.17 (2H, m), 3.4-3.9 (3H, m), 3.95-3.98 (IH, m), 
4.25-4.28 (IH, m), 5.15-5.18 (IH, m), 6.82 (2H, d, J=8.64 Hz), 7.06 (2H, d, 
J=8.61 Hz), 7.50 -7.54 (2H, ra), 8.3 (IH, s) 
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129. 


OH 




OEt 


370 


on 


'H: 1.17(3H,t,J=6.5 
m), 3.49-3.57 (3H, m" 
(2H, d, J=8.5 m\ 7.0 
(IH, m), 8.41 nil 0. 


>H2), 1.26 (3H, t, J-7.6 Hz), 2.66- 2 72 (4H ml 3 
). 4. 1 5 (2H, d. J-5.82 Hz), 5.08 (IH, t, J=5.79 Hz) 
8 (2H, d, J.8.52 Hz), 7.38 (IH, d, J-7.95 Hz) 7 ' 


.17 (2H, 
, 6.84 
i4-7.57 


130. 






OEt 


392 


97 


" ^ V-i'n - 2-85 (2H, m), 3.2 (2H m 


), 3.45 - 
7.41 - 


131. 


- CHa 




OEt " 


424 


96 


1^. I - 1 b CiH, t, J 6.9 Hz), 2.3 (3H, s), 2.48 (3H, s), 2.65-2 69 (2H 3 16 C^H 
m), 3.47-3.57 (31-i, m), 4.05 (2H, t, J==6;2 Hz), 4 3 (2H t f£) 5 9 OfT' 
.;=™ 6.1(1H, d, J=3.2), 6.7 (3K ,n,, 6.^\lH,\ J-=3 3 t^l^, 


|^N''^CH2 
O 




OEt 


448 


88 


ii : 1. 17 (3H, t, J=6.96 Hz), 2.3 (3H, 
3.12- 3.16 (2H, m), 3.49-3.56 (3H, m), 
Hz), 5.92 (IH, d , J=2.79H2), 6.0 (IH, 
J=8.46 Hz), 6.85 (3H, m\ 7.03 r2H d 


s), 2.68-2.78 (2H, d 
3.92(2H,t, J=6.39 
d, J-3.27HZ), 5.9S 
J=8.4 Hz). 


d, J=6.12&6.^ 
Hz), 4.25 (2B 
i (2H, s), 6.63 


15 Hz), 

[, t, J=6.3 
(2H,d, 


133. 


o 

TTT . ^ ^ L- 




OEt 


444 


92 


3^54 (3H, m), 4.23 (2H, t, J=6.04 Hz), 4.54 (2H, t. J=6.04 Hz), 5 98 (IH 
HzX 6.56 (IH, d, 1=3.6 Hz) , 6.69-6.75 (3H, m). 7.03 (2H, d, J=8.64 1£) 


n), 3.48- 
d, J=3.0 
, 7.2-7.5 



Preparation 19. 

(2S)-Ethoxy-3.{4-[2K5wiiethyl.2-phenyl«oxa2ol-4-yI).^^^^ 
propylamine (compound No 134) 



72 



wo 2UI)4/<i46n9 



PCT/IN20()3/000358 




.CH3 



NH2 



To a slurry of 10 % palladium on charcoal (450 mg) in ethyl acetate, a solution 
of (2S)-Ethoxy-3-{4-[2-(5-niethyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propylazide 
(compound 116) (4.5 g) in ethyl acetate (15 mL) was added and the mixture was stirred 
in hydrogen atmosphere for 17 hours. Catalyst was fdtered and the filtrate was 
evaporated under reduced pressure to yield 3.2 g of title compound. 

Preparation 13 

(2S)-Ethdxy-3-{4-[2-(5-methyl-2-phenyl"Oxa2ol-4-yl)-ethoxy]-^^ 
amine (compound No 134). 



To a solution of N-tert-.Butoxycarbonyl-(2S)-Ethoxy-3-{4-[2-(5-methyl-2- 
phenyl-oxazol-4~yl)-ethoxy]-phenyl}- propyl amine (compound 152) (500 mg) in 
dichloro methane (10 mL) was added trifluoroacetic acid (0.3 mL) and the reaction 
mixture was stirred at ambient temperature for 16 hours. Reaction mixture v/as diluted 
with dichloromethane (25 mL) and washed with aqueous solution of sodium 
bicarbonate (50 mL). The organic extract was dried over calcium carbonate and 
evaporated under reduced pressure to yield 300 mg of title compound. 
Preparation 14 

(2S)-Ethoxy-3 -(4- {2.[2-methyl.5-(5-methyl-thiophen-2-.yl)-pyrrol- 1 -yl]- 
ethoxy}-phenyl)-propylamine. (compound.No. 146). 



Lithium aluminium hydride (236 mg) was added to an ice cold solution of (2S)- 
Ethoxy-3-{4-[2-(2-methyl-5-(5-methyl-thiophene-2-yl)-pyrrol-l-yl)-.ethoxy]-phenyl}- 
1-azidopropaue 

(2.4 g) in tetrahydrofiiran (25 mL) in portions over a period of 15 minutes and the 
reaction mixture was stirred for further 3 hours at the same temperature. A saturated 
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solution of sodium sulfate in water was added dropwise with care until crystalline white 
solid separated. Solids were filtered off and washed with hot ethyl acetate. Combined 
filtrate was dried over sodium sulfate and evaporated. Crude product was 
chromatographed over silicagel using 5 to 25 % ethyl acetate in petroleum ether to 
5 yield 1 . 9 g of title compound 
Preparation 1 5 

N-{(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-yhnethoxy)-phenyl]- 
propyl}-methanesulfonamide.(Compound.No.l40) 



To a solution of (2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)- 
phenyl]-propylamine (200 mg ) in dichloromethane (5 mL) was added triethyl amine 
(55 mg ) and cooled to 10 "C. To this was added methanesulfonyl chloride (0.042 mL) 
dropwise and the reaction mixture was stirred at ambient temperature for 3 hours. 
Reaction mixture was diluted with dichloromethane (10 mL) and washed with water 
(10 mL). The organic layer was dried over sodium sulfate and evaporated under 
reduced pressure to yield crude 227 mg of product. Crude product was 
chromatographed over silicagel using 5 to 25 % ethyl acetate in petroleumether to yield 
141 mg of title compound 

In like manner compounds in the table 8 were prepared following the procedure 
described in preparations 12-15 
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Table 8: 



R^O-Ar 1 ®2 

5 



Ex.. 
No 


R' 


Ar 




G2 


Ivioi. 
Wt 


% 
Yield 


134. 






0^ 


OEt 


NHz 


380 


76 


'H: 1.1(31-1, t, J=6.91 Hz), 2.3 (3H, s), 2.6-2.8 (4H, m), 2.9 (2H, t, J=6.69 Hz), 
3.4-3.5 (3H, m), 4.2 (2H, t, J=6.69 Hz), 6.8 (2H, d, )=8.5 Hz), 7.0 C2H, d, J=8.4 
Hz), 7.4 (3H, m), 7.9 (2H, m). 


135. 






OEt 


NH2 


285 


68 


'H; 1.2 (3H, t, J=13.7 Hz), 2.7 ( 
5.8 Hz), 3.4 ■■ 3.6 (5H, m), 5.0 
Hz). 7.3- 7.4(5H,m). 


IH, dd, J=13.7 & 6.9 Hz), 2.8 OH, dd, J=14.2 & 
(2H, s), 6.8 (2H, d, J=8.6 Iiz), "7.1 (2H, d, J=8.6 


136. 


o 






OEt 


NHj 


367 


75 


'H: 1.1 (3H, t, J=7.0 Hz), 2.7 (3H, m), 3.4 - 3.5 
6.9 (2H, d, J=8.6 Hz), 7.1 (2H, d, J=8.6 Hz), 7.5 

J-8.0 & 0.8 Hz). 


(4H, m), 3.7 (3H,s), 5.1(2] 
(IH, m), 7.7(2H,m), 8.3 ( 


H^s), 
IH, dd. 


137. 






or 


OEt 


NHa 


372 


SO 


DMSO-dfi 'H: 1.0 (3H, t, J=6.9 
(7H, m), 4.1 (2H, t, J=5.5 Hz), 
7.0 (4H, m), 7.1 (2H, d, J=8.4 H 


Hz), 2.6 - 2.8 (A 
6.5 (IH, t, J=7.: 
z). 


H, complex), 3.0 (2H, m), 3.4-3. S 
J Hz), 6.7 (IH, d, J-8.2 Hz), 6.8 - 


138. 




XX 


OEt 


^ — NH 
H3C 


422 


82 


DMSO-dfi 'H: 1.0-1.1 (9H, m), 2.3 (3H, s), 2.7 (3H, m), 2.9 (31 
m), 3.4-3.6 (3H, complex), 4.1 (2H, t, J=6.0 Hz), 6.8 (2H, d, J=8.1 
J=8.1 Hz), 7.5 (3H, m), 7.8 (2H, m). 


i, m), 3.23 (IH, 
Hz), 7.1 (2H, d. 


139. 

1 


tKx: 


XT 


OEt 


NH2 


462 


50 


'H: 1.06 (3H, t, J= 7.0 Hz), 2.4 (3H, s), 2.5-2.85 (4H, m), 3.35-3.5 
3.6(1H, m), 4.94 (2H, s), 6.97 (2H, d, J= 8.28 Hz), 7.14-7.2 (3H, 
J=-- 2.7 Hz), 7.7(1.H. d, J=4.9 Hz). 


51 (2H,m), 3.51- 
. m), 7.64(1H, d. 
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140. 






OEt 


>rHS02Me 


444 


58 


'H : 1.18 (3H, t, J=6.99 Hz), 2.13 (3H, s), 2.6-2.8 
(2H, m), 3.2-3.4 (IH, m), 3.4-3.6 (2H, m), 4.97 (: 
7.11 (2H, d, J=8.61 Hz), 7.41-7.46 (3H, m). 8.0-S 


(2H, m), 2.93 (3H, s), 2.9-3.1 
m, s), 6.95 (2H, d, J=8.64 Hz), 
5.3 (2H, m) 


141. 


OiX... 




OEt 


NHa 


366 


49 


'H : 1.2 (3H, t, J=6.9 Hz), 2.45 (3H, s), 2.68 (2H, d, J=5.3 Hz), 2.70-2.84 (2H, m), 
3.53-3.62 (2H, m), 3.74-4.05 (IH, m), 5.0 (2H, s), 6.9 (2H, d, J=8.0Hz), 7.1 (2H, 
d, J=8.58 Hz), 7.42-7.45 (3H, m), 7.99-8.03 (2H, m) 


142. 


CH2 




OEt 


NHEt 


394 


100 


'H : 0.85 (3H, t, J=7.29 Hz), 1.12 (3H, t, J=7.21 Hz), 2.43 (3H, s), 2.59-2.83 (6H, 
m), 3.47-3.65 (3H, m), 4.97 (2H, s). 6.93 (2H, d, J=8.61 Hz), 7.11 (2H, d, J=8.61 
Hz), 7.42-8.03 (5H, m) 


143. 






OEt 


HN ^ 


408 


85 


'H : 1.09 (3H, t, .1=6.8 Hz), 1. 
s), 3.25 (IH, t, J=6.16 Hz), 3 
Hz), 7.17 d, J=8.19 Hz), 


17 (6H, d, J-5.52 Hz), 2.77-2.92 (4H, m), 2.43 (3H, 
.43-3.9i2 C2H, m), 4.96 (2H, s), 6.97 (2H, d, .1=8.25 
7.50-7.92 (5H, m) 


144. 


CHj 

v3 




OEt 


NHa 


422 


78 


'H : 1.07 (3H, t, J=6.6 Hz), 2.27 (3H, s), 2.6-2.7 (4H, m), 3.44 (2H 
&7.13 Hz ), 3.45-3.49 (IH, m) , 4.19-4.22 (4H, m), 5.80 (IH, d, J= 
(IH, d, J=3.34 Hz), 6.03 (2H, s), 6.69 (2H, d, J=8.1 Hz), 6.8-6.9 (3 
(2H, d, J=8.12Hz) 


, q, J=7.4 
=3.08 Hz), 5.89 
H, m), 7.06 


145. 


CHi 

o 




OEt 


NH2 


418 


97 


'H : 1.03 (3H, t, J=6.0 Hz), 2.34 (3H, s) , 2.5-2.7 (4H, m), 3.39-3.57 (3H, m), 4.21 
(2H, t, J=4.7 Hz), 4.50 (2H, t, J=4.7 Hz) , 5.94 (IH, d, J=3.42 Hz), 6.52 (IH, d, 
J=3 .5 Hz ), 6.76 (2H, d, J=8.4 Hz), 6.9 (IH, s), 7.0 (2H, d, J=8.3 Hz), 7.21-7.23 
(2H, m), 7.50-7.59 (2H. m) 
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146. 


CH3 

\ ® 

CH3 




OEt 


NH2 


398 


100 


DMSO-de 'H: 1.07 (3H, t, J=6.9 Hz), 2.26 (3H, s), 2.48 (3H, s), 2.62-2.77 (4H, 
m), 3.41-3.49 (3H, m), 4.05 (2H, t, J=5.6 Hz), 4.29 (2H, t, J=5.6 Hz), 5.81 (IH, d, 
J=2.9 Hz), 6.02 (IH, d, J=3.4 Hz), 6.75-6.78 (3H, m), 6.89 (IH, d, J=3.4 Hz), 7.1 
(2H, d, J=8.5 Hz) 


147. 






OEt 


N(CH3)2 


394 


20 


'H : 1.10-1.15 (3H, 
(2H,m), 3.40-3.55 
7.42-7.44 (3H m). 


m), 2.23 (6H, s), 2.28-2.35 (2H, m), 2.43 (3H, s), 2.70-2.77 
(3H, m), 4.97 (2H, s), 6.93 (2H, d, J=8.28 Hz), 7.16 (2H, m), 
8.0-8.03 (3H, m) 


148. 




jy 


OEt 


NEtBoc 


494 


64 


'H : 0.8-1.2 (15H, m), 2.43 (3H, s), 2.65 (2H, m), 3.0 (IH, m), 3.28-3.37 (4 
3.59 (2H, m), 4.97 (2H, s), 6.93 (2H, d, J=8.28 Hz), 7.16 (2H, m), 7.42-7.4( 
m), 8.0-8.03 (2H, m) 


H,m), 
5(3H, 



Preparation 16 



N-((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazoM-yl)-ethoxy]-phenyl}- 
5 propyl)-acetamide(compound No 151) 




To a solution of (2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethox5']- 

10 phenyl} -propylamine (compound No. 134) (100 mg) 

in dichloromethane (5 mL), triethylamine (53 mg) was added followed by acetic 
anhydride (40 mg) at 10 and stirred at the same temperature for 2 hours. The 
reaction mixture was poured in ice cold water and extracted with diethyl ether (3X50 
mL). The combined organic extract was washed with water (50 mL), brine (50mL), 

15 dried over sodium sulfate and evaporated under^ reduced pressure to yield 70 mg of title 
compound. 
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Preparation 17 

N-tertButoxy carbonyl-(2S)-ethoxy 3-(4-hydroxy-phenyl) 

propylamine, (compound No 150). 




To a solution of 3.(4-Benzyloxy-plienyl)-N-tert butoxycarbonyl-(2S)-ethoxy- 
propylamine. (compound 149) (10.7 g) in methanol (100 mL) were added a slurry of 10 
% palladium on charcoal (1.0 g) in methanol and ammonium formate (7.0 g) and the 
mixture was refluxed in nitrogen atmosphere for 2 hours. Catalyst was filtered and the 
filtrate was concentrated in vacuum. Water was added to the residue and extracted with 
ethyl acetate (3 X 100 mL). The combined extract was washed with water (100 ro.L), 
brine (100 mL), dried over sodium sulfate and evaporated under reduced pressure to 
yield 8.0 g of title compound. 
Preparation 18 

N-tert-.Butoxycarbonyl-(2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-'yl)- 
ethoxy]-phenyl}- propyl amine (compound 152) 




A mixture of 2-(5- methyl-2-phenyl-oxazol-4-yl)-ethyl methane sulfonate (1.0 
g), N-tertbutoxy carbonyl-(2S)-ethoxy-3-(4-hydroxy-phenyl)-propylamine, (compound 
No 150) (1.0 g) and potassium carbonate (1.0 g) in dimethyl formamide (15 mL) was 
stirred at 75 for 16 hours. Reaction mixture was cooled to 25 ^C, poured in to ice 
cold water and extracted with ethyl acetate (3 X 50 mL). The organic layer was washed 
with water (100 mL), brine (100 mL), dried over sodium sulfate and evaporated under 
reduced pressure. Crude product was chromatographed over silicagel using 7 % ethyl 
acetate in petroleum ether to yield 1 .3 g of the title compound. 

In like manner compounds in the table 9 were prepared following the procedure 
described in preparations 16-18 using suitable acylating agents. 
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Table 9: 




Ex. 
No 




At 


Gi 


G2 


Mol. 
Wt 


% 
Yield 


149. 




xr 


OEt 


NHBoc 


385 


61 


'H: 1.1 (3H, t, J=6.9 Hz), 1.4 (9H 
J=14.0 & 6.1 Hz), 3.0 (IH, m), : 
(2H, d. J=8.6 Hz), 7.1 (2H, d, J=8 


, s), 2.6 (IH, dd, J=14.0 & 6.3 Hz), 2.7 (IH, dd, 
3.3 (IH, m), 3.4 - 3.5 (3H, m), 5.0 (2H, s), 6.8 
.6 Hz), 7.3 -7.4 (5H, m). 


150. 


H 


XT 


OEt 


NHBoc 


295 


96 


'H: 1.1 (3H, t, J=6.4 Hz), 1.4 (9H 
J=13.8 & 6.7 Hz), 3.0 (IH, m), 3 
Hz), 7.0 C2H, d, J=8.3 Hz). 


, s), 2.6 (IH, dd, J=13.8 & 6.8 Hz), 2.7 (IH, dd, 
.3 (IH, m), 3.4 - 3.5 (3H, m), 6.7 (2H, d, J=8.3 


151. 








OEt 


NHCOCH3 


422 


64 


'H: 1.1 (3H, t, J=7.0 Hz), 1.9 (31 
Hz), 3.1 (IH, m), 3.5 (4H, m), 4 

(2H, d, J=8.5 Hz), 7.4 (3H, m), 8. 


H, s), 2.3 (3H, s), 2.6 (2H, m), 2.9 (2H, t, J=6.7 
.2 (2H, t, J=6.7 Hz), 6.8 (2H, d, J=8.6 Hz), 7.0 
0 (2H dd, J=7.9 & 2.3 Hz). 


152. 




J 


cr 


OEt 


NHBoc 


480 


83 


'H: 1.1 (3H, t, J=7.0 Hz), 1.4 (9H, s), 2.37 (3H, s), 2.6 - 2.8 (2H, m), 2.95 (2H, t, 
J=6.7 Hz), 3.0 (IH, m), 3.3 (IH, m), 3.4-3.6 (3H, complex), 4.2 (2H, t, J=6.7 Hz), 
6.8 (2H, d, J=8.6 Hz), 7.1 (2H, d. J=8.6 HzV 7.4 f3H. m\ 7.9 f2H. mV 


153. 






OEt 


NHCbz 


514 


64 


'H: 1.1 (3H, t, J=7.0 Hz), 2.37 (3H, s), 2.7-2.8 (2H, m), 2.9 (2H 
(IH, m), 3 .25-3.6 (4H, complex), 4.2 (2H, t, J=6.6 Hz), 5.0 (: 
J=8.3 Hz), 7.0 (2H, d, J=8.3 Hz), 7.3- 7.5 («iL m\ 7.9 (2H. m). 


[, t, J=6.6 Hz), 3.1 
IH, s). 6.8 (2H, d. 


154. 




J 


cr 


OEt 


NHBoc 


472 


73 


*H: 1.1 (3H, t, J=7.0 Hz), 1.4 (9H, s), 2.6 (IH, dd, J=14.0 & 6.0 Hz), 2.75 (IH, 
dd, J=14.1 & 6.0 Hz), 3.0 (3H, m), 3.3 (IH, m), 3.4 -3.55 (3H, m), 3.72 (2H, t, 
J=5.8 Hz), 3.8 (2H, m), 4.1 (2H, t, J=5.8 Hz), 6.6 (IH, t, J=7.5 Hz), 6.7 (IH, d, 
J=8.0 Hz), 6.8 (2H, d, J=8.5 Hz), 6.95- 7.0 (2H, m), 7.1 (2H, d, J=8.5 Hz). 


155. 


N ^ 


xr 


OEt 


NHBoc 


428 


76 


'H: 1.13 (3H,t, 
J=7.62 Hz ), 2.71 
(2H, t , J=6.68 ¥. 
J=8.61 Hz), 7.11 
Hz). 


J=6.99Hz), 1.2- 
t-3 .3 (2H,m),3 
[z), 4.81 (IH, b 
5 (IH, d , J=7.8 


4(3H,t, J=7.62Hz), 1.43 (91 
.21 (2H, t , J=6.69 Hz), 3.44-2 
road-s), 6.82 (2H, d , J=8.61 ] 
t9 Hz), 7.43-7.46 (IH, m), 8.3 


I, s), 2.64 (2H, q , 
1.50 (3H, m), 4.31 
EIz), 7.06 (2H, d , 
8 (IH, d , J=2.01 
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156. 






OEt 


NHBoc 


466 


55 


'H- 1.13 (3H,t, 
(IH, m), 3.2-3.5 
Hz), 7.42-7.47 (3: 


J=6.9Hz), 1.4 ( 
(4H, m), 4.9 (21 
H, m), 8.0-8.03 


9H, s), 
i s), 6. 
r2H,m) 


2.43 (3H, s), 2.6-2.8 (2H, m), 3,02-3.04 
93 (2H, d, J=8.6 Hz), 7.12 (2H, d, J=8.6 
. 


157. 






OEt 


NHCOCF3 


462 

• 


83 


'H : 1.18 (3H,t, . 
(4H, m), 4.97 (21 
7.46 (3H,m), 8.0 


1=6.99 Hz), 2.43 (3H, s), 2.6-2.9 (2H, m), 3.15 (IH, m), 3.4-3.6 
1 , s), 6.95 (2H, d, J=8.64 Hz), 7,10 (2H, d, J=8.61 Hz), 7.41, 
-8.3 (2H, m) 


158. 






OEt 


NHCOOEt 


438 


55 


'H: 1.14(3H,t, J 
dd, J=6.39&6.15 
4.97 (2H, s). 6.94 


f=6.99 Hz), 1.23 
Hz), 3.42-3.45 
(2H, d, J=8.63 ] 


(3H, t, J=6.63 Hz), "2.43 (3H, s), 2.68-2 
(IH, m), 3.46-3.52 (4H, m), 4.07-4.15 ( 
Hz), 7.12 (2H, d, J=8.58 Hz), 7.42-8.03 ( 


.77 (2tl, 
[2H, m), 
[5H, m) 


159. 






OEt 


NHCbz 


500 


42 


'H : 1.12 (3H, t, 
2.8-3.3 (IH , m) 
J=8.46Hz), 7.12 


J=6.99 Hz), 2.43 (3H, s), 2.67-2.77 (2H, dd, J-6.39&6.06 Hz), 
, 3.40-3.53 (4H, m), 4.96 (2H, s), 5.10 (2H, s), 6.93 (2H, d, 
(2H, d, J=8.4 Hz) , 7.26-8.03 (lOR m). 


160. 






OEt 


NHCOCH3 


408 


37 


'H : 1.2 (3H, VJ=6.9 Hz), 2.1 (3] 
(IH, m), 3.45-3.53 (4H, m), 4.91 
7.12 (2H, d, J=8.58 Hz). 7.42-7.4 


Bi, s), 2.43 (3H, s), 2.69-2.77 (2H, m), 2.78-3.44 
' (2H, s), 5.73 (IH, s), 6.93 (2H, d, J=8.61 Hz), 
6(3H, m), 8.00-8.03 (2H, m) 



Preparation 19 

(2S)-Ethoxy-l-etiiylsulfanyl-3-{4-[2-(5-methyl-2-ph^ 
phenyl) -propane, (compound No 161) 




To a stirred mixture of sodium metal (150 mg) and ethanethiol (0.49 mL) in 
tetrahydro furan (10 mL) was added a solution of (2S)-Ethoxy-3-{4-[2-(5-methyl-2- 
phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propyl- methanesulfonate (compound No 91) (0.6 
g), in 5 mL of tetrahydroftiran dropwise over a period of 10 minutes and the reaction 
mixture was stirred at ambient temperature for 15 hours. Reaction mixture was poured 
in to ice cold water and extracted with ethyl acetate (3 X 50 mL). The organic layer was 
washed with water (100 mL), brine (100 mL), dried over sodium sulfate and evaporated 
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under reduced pressure. Crude product was chromatographed over silica gel using 10- 
1 5 % ethyl acetate in petroleum ether as eluent to yield 420 mg of the title compound. 

Preparation 20 

(2S)-Ethoxy-l-ethyl sulfonyl-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]- 
phenyl}-propane. (compound No 162) 




To an ice cold solution of (2S)-Ethoxy-l -ethyl sulfanyl-3-{4-[2-(5-methyl-2- 
phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propane.(compoundNo 161) (250 mg) in acetone 
(10 mL), oxone (900 mg) was added and the reaction mixture was stirred at the same 
temperature for 2 hours. Solvent was evaporated under reduced pressure, residue was 
added to water and extracted with ethyl acetate (3 X 50 mL). The organic layer was 
washed with water (50 mL), brme (50 mL), dried over sodium sulfate and evaporated 
under reduced pressure. Crude product was chromatographed over silicagel using 15 % 
ethyl acetate in petroleum ether as eluent to yield 85 mg of title compound. 

Preparation 21 

(3S)-Ethoxy-4-[4-(5-methyl-2-phenyl-oxazol-4-yknethoxy)-phenyl]- 
butyronitrile.(Compound,No. i 65) 

Ph 

NaCN (0.247 g) was added to a solution of (2S)-Ethoxy-3-{4-(5-methyl-2- 
phenyl-oxazol-4-yhnethoxy]-phenyl}-propyl-methane sulfonate (1.5 g) in DMF(7.5 

mL) at 20-30 °C. The reaction mixture was stirred at 85-90 ^C for 18 hours. Reaction 
mixture was poured in to water (20 mL) and product was extracted with ethyl acetate (2 
X 20 mL). Combined extract was washed with water (2 x 40 mL), brine (40 mL) dried 
over sodium sulfate and evaporated under reduced pressure to yield 1,2 g of title 
compound. 
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10 



15 



Preparation 79 

(2S)-Ethoxy-lH-tetrazole-3-[4-(5-methyl-2-phenyl-oxazol-4-ylinethoxy)- 
phenylj-propane. (Compound. No. 166) 




Me r I 



O. 



o 

Ph 

(Bu)3SiiN3 (1.27 g) was added to (3S)-Ethoxy-4-[4-(5-methyl-2.-phenyl-oxazol- 
4-ylmethoxy)-phenyl]-butyromtrUe (Compound.No.l65) (1.2 g) in xylene (15 mL) at 
20-30 °C. The reaction was stirred at reflux temp, for 18 h. The reaction was cooled to 
20-30 °C. The reaction mixture was dUuted with ethyl acetate (25 mL), washed with 10 
% HCl (20 mL), water (3 x 25 mL), brine (25 mL), organic layer was dried over 
sodium sulfate and evaporated under reduced pressure to yield the crude title compound 
(l.lg). Crude product was chromatographed over silicagel using pet. ether: ethyl acetate 
(9: 1) as an eluent to afford pure product 700 mg in 52 % yield. 

In hke manner compounds in the table 10 were prepared following the 
procedure described in preparations 19-22 using suitable acylating agents. 



Table 10: 

20 




Ex. 
No 




Ar 




Ga 


MoLWt 


% 
Yield 


161. 




XT 


OEt 


SEt 


425 


76 




H: 1.13 (3H, t, J=6.9 Hz), 1.2 (3H. t, J=7.45 Hz), 2.37 (3H, s), 2.58 (4H, m), 2.8 
(2H, t, J=7.12 Hz), 2.97 (2H, t, J=6.69 Hz), 3.41 (IH, m), 3.53 (2H, dd, J=6.6 & 
2.72 Hz), 4.22 (2H, t, J=6.57 Hz), 6.81 (2H, d, J=8.28 Hz), 7.11 (2H, d, J=S.46 
Hz), 7.43 (3H. m), 7.97 ftH, dd, J=6.67 & 2.28 Hz). 
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162. 




xr 


OEt 


S(0)2Et 


457 


32 




H: 1.21 (3H, t, J=7.0 Hz), 1.33 (3H, t, J=7.47 Hz), 2.39 (3H, s), 2.7 (IH, dd, 
J=13.9 & 7.15 Hz), 2.88 (7H,coinplex), 3.6 (2H, mX 4.0 (IH, m), 4.23 (2H, t, 
J=6.48 Hz), 6.83 (2H, d, J=8.58 Hz), 7.0 (2H, d, J=8.5 Hz), 7.44 (3H, m), 8.0 (2H, 
dd, J=6.0 & 2.77 Hz). 


163. 




xr 


OEt 


SEt 


411 


89 




'H: 1.13 (3H, t, J=6.9 Hz), 1.23 (3H, t, J=7.2 Hz), 2.4 (3H, s), 2.53-2.62 (4H, m), 
2.80-2.85 (2H, m), 3.4-3.5 (IH, m), 3.5-3.6 (2H, m), 4.97 (2H, s), 6.9 (2H, d. J=8.6 
Hz), 7.14 (2H, d, J=8.6 Hz), 7.42-7.46 (3H, m), 7.99-8.03 (2H, m) 


164. 




xr 


OEt 


SOEt 


427 


98 




H: 1.17 (3H, m), 1.2 (3H, m), 2.56 (3H, s), 2.73-2.83 (6H, m), 3.5 (2H, m), 4.1 
(IH, m), 5.2 (2H, s), 6.9 (2H, d, J=8.0 Hz), 7.15 (2H, m), 7.54-7.64 (3H, m), 8.3 
(2H, d, J=7.7 Hz) 


165. 


■ 


xr 


OEt 


CN 


376 


95 




'H: 1.19 (3H, t, J=6.9 Hz), 2.40-2.46 (5H, m , 2.8 
d, J=6.06 Hz), 3.51-3.69 (2H, m), 3.69-3.731 (IE 
m), 7.14 (2H, d, J=8.58 Hz), 7.41-7.47 ( 3H, m). 


0 (IH, d, J=6.72 Hz), 2.91 (IH, 
[, m), 4.97 (2H, s), 6.94-6.99 (2H. 
8.00-8.03 (2H, m) 


166. 




xr 


OEt 


N N 


419 


97 




'H: 1.22-1.56 (3H, m), 2.45 (3H, s), 3.02-3.04 (3H, m), 3.17 (IH, d 
3.50 (IH, d, J=6.99 Hz), 3.71 (2H, m), 4.98 (2H,. s), 6.96 (2H, d, J= 
(2H, d, J=8.64 Hz), 7.42 -7.45 (3H, m). 8.0-8.03 (2H. m) 


, J=3.75 
=8.67 Hz) 


Hz), 
,7.07 



Preparation 23 



Bisulphate salt of 2S)-Ethoxy-3-{4-[2-(5-.methyl-2-phenyl-oxazoM-yl)- 
5 ethoxy]-phenyl}-propyl amine (compound.No. 1 67) 
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.CH3 




NH2 .H2SO4 



To (2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}- 
propyl amine. (compound.No.l34) (300 mg), a chilled solution of acetone (3 mL) 
containing sulfuric acid (77 mg) was added and stirred at 0 "C for 30 minutes. Solvent 
was evaporated under a flow of nitrogen and the residue was stirred with dusopropyl 
ether to afford product (138 mg). 
Preparation 24 



10 



15 



20 



Oxalic acid salt of (2S)-Ethoxy-3-{4-[5-methyl-2-phenyl-oxazol-4-yl methoxyl- 
phenyl) -propylamine (compound.No. 173) 

COOH 




To a solution of (2S)-Ethoxy-3-{4-[5-methyl-2-phenyl-oxazol-4-yl methoxy]- 
phenyl}-propyIamine (compound No 141) (200 mg), in isopropyl alcohol (5 mL), 
oxalic acid dihydrate (64 mg) was added and stirred at 28 °C for 30 minutes. SoUd 
separated was filtered and dried to afford the title compound (140 mg). 
In like manner compounds in the table 11 were prepared following the procedure 
described for the preparation of 23-24. 



Table 11: 



Compound No. 


Free-base No. ' 


Salt prepared 


Melting Point ("C)* 


167. 


134 


H2SO4 


175 


168. 


137 


Oxalic acid 


115 


169. 


138 


Oxalic acid 


122 


170. 


136 


Oxalic acid 


193 


171. 


124 


Oxalic acid 


150-160 
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10 



IS 



20 



172. 



173. 



174. 



175. 



176. 



177. 



178. 



71 



141 



141 



146 



143 



144 



145 



Oxalic acid 



Oxalic acid 



H2SO4 



Oxiilic scid 



Oxalic acid 



Oxalic acid 



Oxalic acid 



190 



135 



90 



ir 



134 



111 



126 



* The melting points were uncorrected and may vary in the range of +.4 "C. 

The compounds of the present invention lowered triglyceride, total cholesterol, 
LDL, VLDL arid increased HDL and lowered serum glucose levels. This was 
demonstrated by in vivo animal experiments.- 
A) Demonstration of in vivo efficacy of compounds: 

1) Serum triglyceride and total cholesterol lowering activity in Swiss albino 
mice; 

Male Swiss albino mice (SAM) were bred in Zydus animal house. All these 
animals were maintained under 12 hour hght and dark cycle at 25±1 °C. Animals were 
given standard laboratory chow (NIN, Hyderabad, India) and water ad libitum. SAM of 
20-30 g body weight range were used. 

The test compounds were administered orally to Swiss albino mice at 0.001 to 
50 mg / kg/ day dose for 6 days. The compound was administered after suspending it in 
0.25 % CMC or dissolving it in water, when compound is water-soluble. Control mice 
were treated with vehicle (0.25% of Carboxymethylcellulose; dose 10 ml/kg). 

The blood samples were collected on 0* day and in fed state 1 hour after drug 
administration on 6"" day of the treatment. The blood was collected in non heparinised 
capillary and the serum was analyzed for triglyceride and total cholesterol (Wieland, O. 
Methods of Enzymatic analysis. Bergermeyer, H., O., Ed., 1963. 211-214; Trinder, P. 
Ann. Clin. Biochem. 1969. 6: 24-27). Measurement of serum triglyceride and total 
cholesterol was done using commercial kits (Zydus-CadUa, Pathline, Ahmedabad, 
India). 

Formula for calculation : 
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Percentage reduction in triglycerides/total cholesterol were calculated according to the 
formula : 



Percentage reduction (%) = 



TT/OT 



TC/OC 



X 100 



OC - Zero day control group value OT = Zero day treated group value 
TC = Test day control group TT = Test day treated group 

Table 1: 

Triglyceride lowering activity in Swiss albmo mice: 



Example No. 


Dose 


% Triglyceride 




(mg/kg/day) 


lowering 


110 


3 


78 


134 


3 


54 


130 


3 


51 


80 


3 


50 


28 


3 


78 



a) Cholesterol lowering activity in hypercholesterolemic rat models 

Male Sprague Dawley rats stock bred in Zydus animal house were mamtained 
under 12 hour Ught and dark cycle at 25±1 °C. Rats of 100-150 g body weight range 
were used for the experiment. Animals were made hypercholesterolemic by feeding 1 
% cholesterol and 0.5 % sodium chelate mixed with standard laboratory chow (NIN, 
Hyderabad, India) and water ad Ubitum for 5 days. The animals were maintained on the 
same diet throughout the experiment [Petit D., Bonnefis M. T., Rey C and Infante R., 
Effects of ciprofibrate on Uver lipids and lipoprotein synthesis in normal and 
hyperlipidemic rats, Atherosclerosis, 74, 2 15-225(1988)]. 

The test compounds were administered orally at a dose 0.03 to 50 mg/ kg/ day 
for 4 days, after suspending it in 0.25 % CMC or dissolving it in water when compound 
is water-soluble. Control group was treated with vehicle alone (0.25% of 
Carboxymethylcellulose; dose 10 ml/kg). 
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The blood samples were collected in fed state on 0*"' and 1 hour after drug 
administration on 6"* day of the treatment. The blood was collected from the retro- 
orbital sinus tlirough non-heparinised capillary and the serum samples were analyzed 
for triglyceride and total cholesterol using commercial kits (Zydus-Cadila, Pathline, 
5 Alimedabad, India). LDL and HDL by commercial kits (Point Scientific, USA). LDL 
and VLDL cholesterol were calculated from the data obtained for total cholesterol, 
HDL and triglyceride. 

The reduction in VLDL cholesterol is calculated according to the formula. 
VLDL cholesterol in mg/dl = Total cholesterol - HDL cholesterol - LDL cholesterol 
10 Table 2: 



Example No. 


Dose 
(mg/kg/day) 


Total cholesterol reduction 
(%) 


141 


3 


61 


90 


3 


56 


27 


3 


44 



iii) Serum glucose lowering activity in db/db mice models 

Homozygous animal C57BL/KsJ-db/db mice are obese, hyperglycemic, 
15 hyperinsulinemic and insulin resistant (J. Clin. Invest,, 85, 962-967, 1990), whereas 
heterozygous are lean and normoglycemic. The homozygous anim als very closely 
mimic the human type II diabetes when blood sugar levels are not sufficiently 
controlled. Since this type of model resembles human type 11 diabetes mellitus, the 
compounds of the invention were tested for their antidiabetic activity in this model, 
2^ The compounds of the present invention showed serum glucose and 

triglycerides lowering activities. 

Male C57 BL/KsJ-db/db mice of 8 to 14 weeks age, having body weight range of 40 to 
60 grams, procured from the Jackson Laboratory, USA, were used in the experiment. 

Test compounds were suspended on 0.25% carboxymethyl cellulose or 
25 dissolved in water when the compound is water soluble and administered to test group 
containing 6 animals at a dose of 0.001 mg to 50 mg/kg through oral gavage daily for 6 
days. The control group received vehicle (do$e 10 ml/kg). On the 6^ day, one hour after 
the drug dosing, blood was collected from retro-orbital sinus and the serum was 
analyzed for glucose and triglycerides were measured using commercial kits (Zydus- 
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CadUa, Pathline, Ahmedabad, India). The serum glucose and triglyceride lowering 
activities of the test compound was calculated according of the formula: 
Serum glucose lowering activity 



1 - 



TT/OT 



TC/OC 



X 100 



OC - Zero day control group value OT = Zero day treated group value 
TC = Test day control group TT = Test day treated group 



10 



Example No. 


Dose 
(mg/kg/day) 


Serum Glucose 
reduction (%) 


Plasma TG 
reduction (%) 


84 


3 


47 


47 


64 


3 


56 


74 


44 


3 


61 


44 



15 



No adverse effects were observed for any of the mentioned compounds of 
mvention. The compounds of the present invention showed good serum glucose, lipid 
and cholesterol lowering activity in the experimental animals used. These compounds 
are useful for the testing / prophylaxis of diseases caused by hyperlipidemia, 
hypercholesterolemia, hyperinsulinemia, hyperglycemia such as NIDDM, 
cardiovascular diseases, stroke, hypertension, obesity since such diseases are 
interlinked to each other. 
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We claim: 

1. A compound of the general formula (I), 

G3 

A-(CH2)-X-Ar--Y'^G2 

G. (I) 

their derivatives, their analogs, their tautomeric forms, their stereoisomers, their 
pharmaceuticaliy acceptable salts, their pharmaceuticaUy acceptable solvates, wherein 
'A' represents a substituted or unsubstituted, group selected from aiyl, heteroaryl, 
heterocyclyl groups; 'n' is an integer from 1-3, with the proviso that when A is 
substituted or unsubstituted phenyl group, then Ar does not represent a divalent phenyl 
group; 'X' represents oxygen or sulftir; 

'Ar' represents a substituted or unsubstituted single or fused divalent aromatic, 
heteroaromatic or a heterocychc group; 

Gi and G2 may be same or different and mdependently represent NR1R2, ORi, SRi, 
S(0)R3. S(0)2R3, N3, CN, COOH, tetrazolyl groups; Ri & R, may be same or different 
and independently represent hydrogen, substituted or unsubstituted groups selected 
from linear or branched (Ci-C8)alkyi, (C3-C7)cycioalkyl, acyl, aryl, heteroaryl, 
heterocyclyl, aminocarbonyl, aralkyl, alkylaminocarbonyi, aiylaminocarbonyl, 
aralkyiaminocarbonyl, heteroarylaminocarbonyl, heteroaralkylaminocarbonyl, 
heterocyclylaminocarbonyl, alkoxycarbonyl, aryloxycarbonyl, aralkyloxycarbonyl, 
heteroaryloxycarbonyl, heteroaraloxycarbonyl, heterocycloxycarbonyl groups or SO2R3 
wherein R3 represents substituted or unsubstituted groups selected from alkyl, aryl, 
polyhaloalkyl, heterocyclyl, heteroaryl groups; G3 represents hydrogen or (Ci-C8)alkyl 
or (C3-C7)cycloalkyl groups. 

2. A compound as claimed in claim 1 wherein the substitutents on 'A\ Ri, Ro & 
R3 may be same or different and are independently selected from hydroxyl, 0x0, halo, 
thio, nitro, amino, cyano, formyl, or substituted or unsubstituted groups selected from 
amidino, guanidino, hydrazino, alkyl, haloalkyl, perhaloalkyl, alkoxy, haloalkoxy, 
perhaloalkoxy, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, bicycloalkyl, bicycloalkenyl, 
alkoxy, alkenoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocylyl, heteroaiyl, 
heterocyclylalkyl, heteroaralkyl, heteroaryloxy, heteroaralkoxy, heterocyclyloxy, 
heterocyclylalkoxy, heterocyclylalkoxyacyl, acyl, acyloxy, acylamino, monosubstituted 
or disubstituted amino, arylamino, aralkylamino, carboxylic acid and its derivatives 
such as esters and amides, carbonylamino, hydroxyalkyl, aminoalkyl, alkoxyalkyi, 
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aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyi, arylthio, alkylsulfonylamino, 
alkylsulfonyloxy, alkoxycarbonylamino, aryloxycarbonylamino,' 

aralkyloxycarbonylamino, ammocarbonylamino, alkylaminocarbonylamino,' 
alkoxyamino. hydroxy! amino, sulfenyl derivatives, suifonyl derivatives, sulfonic acid 
and its derivatives, phosphonic acid and its derivatives. 

3. A compound as claimed in claim 1 wherein, suitable substituents on any 
substituent of 'A' may be same or different and are independently selected from 
hydroxyl, oxo, halo, thio, nitro, amino, cyano, formyl, or substituted or unsubstituted 
groups selected from amidino, guanidino, hydrazino, alkyl, haloalkyl, perhaloalkyl, 
alkoxy, haloalkoxy, perhaloalkoxy, alkenyl, alkynyl, cycloalkyl, cycloalkenyi, 
bicycloalkyl, bicycloalkenyl, alkoxy, alkenoxy, cycloalkoxy, aryl, aiyioxy, aralkyl, 
aralkoxy, heterocylyl, heteroaryl, heterocyclylalkyl, heteroaralkyl, heteroaryloxy, 
heteroaralkoxy, heterocyclyloxy, heterocyclylalkoxy, heterocyciylalkoxyacyl, ac50, 
acyloxy, acylamino, monosubstituted or disubstituted amino, atylamino, aralkylamino, 
carboxylic acid and its derivatives such as esters and amides, carbonylamino, 
hydroxyalkyl, aminoalkyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, 
thioalkyi, arylthio, alkylsulfonylammo, alkylsulfonyloxy, alkoxycarbonylamino, 
aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino, 

alkylaminocarbonylamino, alkoxyamino, hydroxyl amino, sulfenyl derivatives, suifonyl 
derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives. 

4. A compound as claimed in claim 1 wherein 'Ar' represents a substituted or 
unsubstituted single or fused aromatic or heteroaromatic or heterocycUc group. 

5. A compound according to claim 1, wherein the substituents on the group 
represented by 'Ar' represents substituted or unsubstituted Unear or branched alkyi, 
alkoxy, thioalkyi, halogen, haloalkyl, haloalkoxy, acyl, amino, acylamino, thio or 
carboxylic or sulfonic acids and their derivatives, phosphonic acid and their derivatives. 

6. The compounds as claimed in claim 1, selected from 
3-(6-Benzyloxy-naphthalen-2-yl)-2-etho3^-propan-!-ol; 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazoi-4-yl)-ethoxy]-phenyl}-propan-l-ol; 

(2S)-Ethoxy-3-{4-(4-hydroxy-3-methyl-3.4-dihydro-quinazolin-2yl-methoxy)-phenyl)- 
propan-l-ol; 

2- Hydroxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl}-propan-l-oI; 

3- {4-[2-(2.3-Dihydro-ben2o[l,4]thia2in-4-yl)-ethoxy]-phenyl}-(2S)-ethoxy-propan-l- 
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(2S)-Ethoxy-3-[4-(2-<phenoxa2m.lO-yl)-ethoxT)-phenyl]-prop^^ 

3-[4-(2-(Carbazol-9-yl)-ethoxy)-phenylJ<2S)-ethoxy-pro^^^ 

3-{4-[2-(3,4-Dihydro-2H.quinblin-l-yi)-ethoxy]-pheny^ 

(2S)-Ethoxy-3-[4-(2-(indol-l-yl).ethoxy)-phenyl]-propan-l.ol; 

(2S)-EthoxT-3-[4-(2-(phenothiazin-10-yl)-ethoxy)-pheayl]-prop^^ 
3-{4-[2-(2,3.Dihydro-benzo[1.4]oxazin-4-yO^^^^ 

■3-{4-[2-(5-Me%I-2-phenyl-oxa2ol-4-yl>^^^^ 

(2S)-Ethoxy-3-{4-[2<xnethyl-pyridin-2-yl-am^^ ^ .^^ 

phannaceutically acceptable salts; 

(2S).Ba„,xy-3-{4.[2-(5H«hyNp^i^2.j,).«fc<^,^,}^^^,^ ^ 
phannaceutically acceptable salts; 

(2S)-Ethoxy-3.[4.(5.methyl-2-tWophea-2.yl-oxazol-4-yto^^^ 
ol; 

(2S).EtlK>xy.3-{4.[2<5-a,«hyl-2-auopl»,.2.yl-o,«zol-4-yO-efl.o^^^ 

l-ol; 

(2S)-Ethoxy-3<4-{2-[2-methyl-5-(4-methylsulfanyl-ph^^^ 
phenyl).propaii- 1 -ol; 

(3S)-Ethoxy^{4-[2-(5-methyl-2.phenyl-oxa2oI-4-yl)-ethoxy]-phenyl^ 

(2S)-Ethoxy-3-(4-{2-[5-methyl-2-(4-methylsulfenyl.phenyl)^xa2ol^^^^ 
plienyl)-propan- 1 -ol; 

(2S)-Ainino-3-{4-[2<5-methyl-2-phenyl-oxazol-4.yl)-etho^^^^^ 
and Its pharmaceuticaUy acceptable salts; 

(2S)-tert-butoxycarbonylammo-3.[4<5-methyl-2-pheayl-oxazol^yl.^^ 
phenyl]- propan-l-ol; 

(2S)-tert-butoxycarbonylamm6-3-{4-[2-(5.methyl-2-phenyl-oxa2ol-^^^^^ 
phenyl}-propan-l-ol; 

(2S)-Ethoxy-3.(4-{2.[2.methyl-5-(bexm>furan-2-yl)-pyrrol-l-yl].e^^^ 
propan-l-ol; 

(2S).Ethoxy-3-(4-{2-[2.methyl-5-(benzo[l,3]dioxol-5-yl).pyirol-l-yl]-ethoxy>- 
phenyl)-propan-l-ol; 

(2S)-Ethoxy-3-[4-(l-methyl-lH-benzoimida2ol-2.ylmethoxy)-phenyl].propan-l-ol- 
(2S)-EthoxT-3.[4-(5-methyl-3-phenyl.isoxazol-4.ylmethoxy).phenyl>propaa-l^^^ 
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(2S)-Ethoxy-3-{4-[2-(5-ethyl-pyridin-2-yl)-2-hydroxy-eth^^^ 
(2S)-Ethoxy-3 -[4-(2-beiizoimida2ol-l-yl-ethoxy)-plienyl]- propan-1 -ol; 
(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-propan-l-ol; 

(2S)-Ethoxy-3-(4-{2-[2-methyl-5.(5-methyl-thiophen-2-yl)-pyrTol-l-yl]-ethoxy}- 
phenyl)-propan- 1 -ol; 

(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxT.)-phenyl]-propan-^ 

1- Ethoxy-(2S)-ethoxy-3-[4-{2-(5-methyI-2-phenyl-oxazol.4.yl)-ethoxy)-phenyl]- 
propane; 

2- ((2S)-Ethoxy.3-{4-[2<5-methyl-2-phenyl-oxazol-4-yl)-ethoxy]-phenyl} 
ethanol; 

2-((2S)-Ethoxy-3-{4-[2<5-methyl-2-phenyl-oxazol-4-yl)-etlK>xy]-phenyl>-^^^ 
benzoic acid and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-{4-[2<5-methyl-2-phenyl-oxazol-4-yl)^thoxy]-phenyl}-propyl bromo 
acetate; 

l-Ethoxy-(2S)-ethoxy-3-[4-{2-(-3,4-Dihydro-2H-ben2o[l,4]thia2dii-lyl) 
ethoxy}phenyl]- propane; 

1- Propoxy-(2S)-ethoxy-3-[4-{2.(5-methyl.2-phenyl-oxazol-4-yl)ethoxy)-phea^ 
propane; 

2- ((2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxa2ol-4-ylmethoxy)-phenyl]-propoxy)- 
benzoic acid and its pharmaceuticaUy acceptable salts; 

l-Ethoxy.(2S)-ethoxy-3-[4-(5-methyl-2-plienyl-oxazol-4-ylmethoxy)-phenyl]- 

propane; 

(2S)-Ethoxy-3-[4-(5-inethyl-2-phenyl.oxazol-4-ylmethoxy)-phenyl]-l-phenoxy 
propane; 

(2S)-Ethoxy-l-ethylsulfmyl-3-{4<5-methyl-2-phenyl-oxazol-4-ylmethoxy)-^^^ 
propane; 

(2S)-Ethoxy-l-ethylsulfanyl-3-{4<5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl}- 
propane; 

(2S)-Ethoxy-3-[4-(5-methyl-2-plienyl-oxazol-4-ylmethoxy)-plienyl]-l-isopropoxy 
propane; 

(3S)-Ethoxy-4-[4-(5-methyl-2-phenyl-oxazol-4-yImethoxy)-phenyl]-butyronitrUe; 

(2S)-Ethoxy-lH-tetra2ole-3-[4-(5-methyl.2-phenyl.oxazol-4-ylmethoxy)-phenyl]- 
propane; 
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2-Ethoxy-l-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy)-phenyl]-pentane-3-ol; 
2,3-Diethoxy-l-[4-(5-methyl-2-phenyl-oxazol-4-ylmethoxy).phenyl]-pentaiie;' 

2- Ethoxy-l-{4-[2-(5-methyl-2-phenyl-oxazol-4-yl>ethoxy]-phenyi}-pentane^^ 
2,3-Diethoxy-l-{4-[2-(5-methyl-2-phenyl.oxazol-4-yI)-ethoxy]^^^ pentane; ' 
((2S)-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxa2oI.4-yI)-ethox^^^^ 

acetic acid and its phansaaceutically acceptable salts;. 

3- (4-Benzyloxy-phenyl)-(2S)-ethoxy-propyl-methanesulfonate; 

(2S)-ethoxT-3.[4<5.methyl-2-pheDylK,xa2ol-4-ylmethoxy).phenyl]-prop^ methane 
sulfonate; 

(2S)-Ethoxy-3-{4-[2<2-methyl.5<5-methyl-thiophen-2-yl)-py^^ 
phenyl}-propyl-methane sulfonate; 

(2S)-Ethoxy-3.{4-[2-(5-niethyl-2.phenyl.oxazol-4-yl)-ethoxy]-phen 
methane sulfonate; 

(2S)-ethoxy-3-[4-(5.methyl-2-thiophen-2-yl-oxazol^yhnethoxy)-phenyl]}-propyl 
methanesulfonate; 

(2S)-ethoxT-3-{4-[2-(5-ethyl-pyridin-2-yl)-ethoxy]-phenyl}- propyl methanesulfonate; 

(2S)-Ethoxy-l-methoxy-3-{4-[2.(5-methyl-2-thiophen-2-yl-oxazol-4-yl)-ethoxy]- 

phenyl}- propane; 

l-Ethoxy-(2S)-ethoxT-3-(4-{245-methyl.2.(4-methylsulfanyl-phenyl)-o^^ 
ethoxy}-phenyl)- propane; 

l-Ethoxy-(2S)-ethoxy -3-{4-[2-(5-methyl-2-thiophen-2-yl^xazol-4-yl).ethoxy]- 
phenyl}- propane; 

(2S)-Ethoxy-3-[4K5-methyl-2-thiophen-2-yl-oxa2ol-4-ylmethoxy)-phenyl]-l-e&^ 
propane; 

(2S)-Ethoxy-3.{4-[2<2-methyl-5-benzo£uran-2-yl-pyrrol-l-yl)-ethoxy]-phenyl}- 
propyl-methanesulfonate; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-benzo[l,3]dioxol-5.yl-pyrroI-l-yl)-ethoxy]-phe^^^ 
propyl-methanesulfonate; 

(2S)-Ethoxy-3-{4.[2-(2-methyl-5-benzofuran-2-yl-pyirol-l-yl).ethoxy]-phenyl}- 
propyl-(4-methyl phenyl)-sulfonate; 

(2S)-Ethoxy-3-{4-[2<2-methyl-5-benzo[l,3]dioxoI-5.yl.pyrrol-l-yI)-ethoxy]-phenyl}. 
propyl.(4-methyl phenyl)-sulfonate; 

l-Ethoxy-(2S)-ethoxy-3-[4-(l-methyl-lH-benzoimidazol-2-ylmethoxy)-phenyl]. 
propane; 
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(2S)-Eiaioxy.3-{4.(5.meliiyl-2.phenyl-oxa2ol-^^ 
propane; 

KEthoxy-(2S>ethoxy.3.[4.(5-methyl.3.^^^^ methoxy)-pheayl]- 

propane; 

(2S)-tert-Butoxycarbonylanuno-3-[4-(5.me%I.2-phenyI-oxazol-4-yImethox^^^ 
phenyl]- propyl methanesulfonate; 

(2S)-Ethoxy-3-{4-[2<5-me%l-2-phenyl-oxazoM.yl).ethoxy]-^^^^ amine 
and its phannaceutically acceptable salts; 

(2S)-Etlioxy-3-[4-{3-methyl-3H-quinazoIin-4-on-2yl methoxy}phenyl]propyl amine 
and its phannaceutically acceptable salts; 

((2S)-Ethoxy-3.{4-[2^5-methyl-2-phenyl^xazol-4-yl)-ethoxy]-^^^^ 
isopropyl-amine and its phannaceuticaUy acceptable salts; 

3-{4-[2-(2,3-Dihydr(>benzo[l,4]thiazin-4-yl>ethoxy]-phenyl}-(2S)-etho^^^^ 
amine and its phannaceutically acceptable salts; 

3-(4-Benzyloxy-phenyl)-(2S)-ethoxy-propyl amine and its phannaceuticaUy acceptable 

salts; 

(2S)-Ethoxy-3-[4-(5-methyl-2-thiophen-2-yl^xazol-4-ylmethoxy>.phenyl]- 
propylamine and its pharmaceutically acceptable salts. 

(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4.yhnethoxy).phenyl]-pro^^^ 
its pharmaceutically acceptable salts; 

N-tert-autoxycarbonyK2S).ethoxy-3-[4^5-methyl-2.phenyl-ox32ol-^^^ 
phenyl]-propyl amine; 

(2S)-Ethoxy-3-{4-[2-(2-methyl-5-(5-methyl-thiophen-2-yl)-pyrrol-l-yl)-ethoxy]- 
phenyl}-propylamine and its phannaceuticaUy acceptable salts; 

N-((2S>Ethoxy-3-{4-(5-methyl-2-phenyl-oxa2ol-4-ylmethoxy)-phenyl>-propyl). 
methane sulfonamide; 

(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol-4-yhnethoxy>phenyl]-propyiamine and 
its pharmaceuticaUy acceptable salts; 

[(2S)-Ethoxy-3-[4-(5-methyl-2-phenyl-oxazol.4-yhnethoxy)-phenyl]-propyl]-ethyl- 
amine and its pharmaceuticaUy acceptable salts; 

[(2S)-Ethoxy-3-[4-(5-methyl-2-phenyI-oxa2ol-4-ylmethoxy)-phenyl]-propyl]- 
isopropyl-amine and its pharmaceuticaUy acceptable salts; 

(2S).Ethoxy.3-{4-[2.(2-methyl.5-benzo[1.3]dioxol.5-yl-pyrrol-l.^^^^^ 
propylamine and its phannaceuticaUy acceptable salts; 
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(2S)-Ethoxy-3.{4-[2K2.methyl-5-ben2ofuran.2-yl.pyiTol-l-yI^^ 
propylamine and its phannaceuticaUy acceptable salts; 

N-[(2S)-Ethoxy-3-[4-(5-methyi-2-phenyl.oxazoM.ylmethoxyH^^^ 
trifluoro-acetamide; 

N-EthovTcarbonyK(2S).ethoxy-3-{4-(5-methyl-2-phenyl-oxazol-4-yl^^^^ 
phenyl} rpropyl)amine; 

N.Ben2yloxycarbonyl-((2S)-ethoxy-3-{4-(5-methyl-2-phenyl-oxa2ol-4-ylme^^ 
phenyl) -propyl)araine; 

N-[(2S)-EthoxT-3-[4-(5-methyl-2-phenyl-oxazoM-ylmethoxy)-phenyl]-propyl]- , 

acetamide; 

(2S)-Hydroxy-3-{4-[2<5-methyl-2-phenylK>xazol-4-yl)-ethoxy]-ph^^^ 
3-(4-Benzyloxy-phenyl)-(2S)-ethojgr-propyl azide; 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-pheayl-oxa2ol-4.yl)-ethoxy]-phenyi}^^^^^^ 
(2S)-Ethoxy-3-{4-[2.(5-ethyl-pyridm-2.yl)-etho^].phenyl}- propyl azide and its 
phannaceuticaUy acceptable salts; 

(2S)-Ethoxy.3-[4-(5-methyl-2-phenyl.oxazol-4.ylmethoxy)-phenyl]- propyl azide; 

(2S)-ahoxy.3.{4-[2K2.methyl-5-(5-methyl.thiophen-2-yl)-pyrro^ 
phenyl}- propyl azide; 

(2S)-Ethoxy-3-{4-[2<5-ethyl-pyridine-2-yl)-2-(tert-butyld^^^ 
phenyl}, propyl azide and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(5-ethyl-pyridine-2-yl)-2-hydroxy-et^^^ propyl azide 

and its phannaceutically acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(methyl-pyridin-2-yl.amino)-ethoxy]-phenyl}. propyl azide and 
its pharmaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-[4-(5-methyl-2-thiophen-2-yl-oxazol.4-yhnethoxy)-phenyl]- propyl 

azide; 

(2S)-Ethoxy.3-{4-[2-(5-methyl-2-tWophen-2-yl-oxazol-l.yl>ethoxy].phenyl} 

azide; 

(2S)-Hydroxy-3.[4.(5.methyl-2.phenylK)xazol-4-yl)-methoxy).pheny^ propyl azide; 

(2S>Ainino-3-{4-[2.(5-methyl-2-phenyl-oxazol-4-yl).ethoxy]-phenyl^ propyl azide' 
and its pharmaceuticaUy acceptable salts; 

(2S)-Amino-3-{4.[2K5.methyl.2-pheny^oxazoI-4-yl).methoxy]-ph^^ propyl azide 
and its pharmaceuticaUy acceptable salts; 
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(2S)4ert-butoxycarbonylammo-3-[4-(5.me%l-2-phenyl-^^^^ 
propyl azide; 

(2S)-tertWycarbonylanuno-3-[4-(5-methyI-2-p^^^^^ 
propyl azide; 

(2S>Ea,oxy-3-(4-[M2.methy..5.benzo[1.3)dioxo..5.y,-py„oM-y,>^^^^ 
propyl azide; 

(2S)-Ethoxy-3-{4-[2-(2-xnethyl-5-benzofuraa-2-y^^^^^^ 

propyl azide; 

N-Be.^yloxyc^onyK2S)-«k,xy-3.{4^2<5-meU,yl.2^henyl^^ol-4-,l)^xy^^ 

phenyl}-propyl amine; 

N-.ei,-Bu»xycarbonyK2S).Ethoxy-3-(442<5H«thyl.2-ph«,yl^x.zol^yl^^ 
phenyl}- propyl amine; 

N-tert-Butoxycarbonyl.3-{4.[2<2,3.dihydro-benzo[l,4]tWa^^ 

(2S)-ethoxy-propyl amine; 

N<(2S>Ethoxy-3-{4-[2-(5.methyl-2-phenyl.oxazol-4-yl)-^^^^^ 

acetamide; j > r v:, , 

3-(4-Ben2yloxy-phenyl).N-tert-butoxycarbonyl -(2S)-ethoxy-propyi amine- 
N-tert-Butoxycarbonyl -(2S)-ethoxy -3-(4-iiydroxy-phenyl). -propyl amine ' 

N.tert-Butoxycarbonyl-(2S)-ethoxy.3-{4-[2<5-ethyl-pyridn^^^^^ 
propyl amine; 

(2S)-Ethoxy-l-ethylsulfanyl-3.{4-[2-(5-me%i-2-phenylK>xa20M^^^^^ 

phenyl}-propane; 

(2S)-Ethoxy-l-ethylsulfonyl.3-{4-[2-(5.methyl.2.phenyl.oxa^^^ 
phenyl}-propane; 

7. A process for the preparation of compounds of formula (I) as claimed in claim 1 

comprising any of the steps below alone or in combination: 

a) 

i. converting a compound offoimula on) to a compound of formula aa) 

o 

A-(CH2)„-X-Ar-'\^j^ ^ 

(III) G, 
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ii. converting the compound of fonnula (la) obtained above to compounds of 
formula (1 b) , if desired 



A-(CH2)„-X-Ar- 



OH 



(la) °l 



A-(CH2)„-X-Ar- 



(lb) Gi 



iii. converting the compound of formula (lb) obtained above to compounds of 
formula (Ic), if desired 



A-(CH2)„-X-Ar— Y^OR^ 
(lb) G| 



(Ic) 



IV. converting the compound of formula (lb) obtained above to compomids of 
formula (Id) , if desired 



A-(CH2)„-X-Ar- 



(Ib) G, 



OR, 



A-(CH2)„-X-Ar— v^^^ 
(Id) Gi 



V. converting the compound of formula (lb) obtamed above to compounds of 
formula (1 e) , if desired 



A-(CH2)„-X-Ar 



n ^ ^ y OR, 
(lb) Gi 



A-(CH2)„-X-Ar---v^^eN 
(le) Gi 



b) 

i. converting the compound of formula (UI) to compounds of formula (If) 

o 

A-(CH2)„-X-Ar .^1,. _^ A-(CH2)^X-Ar 



R4 " \-^^^2M ^ ^ y -NH2 

(III) (If) Gi 



ii. converting compound of fonnula (If) obtained above to compound of fonnula 
Ob), if desired 



A-(CH2)„-X-Ar- 
(10 



NH, 



A-(CH2)n-X-Ar' 



(ig) 
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iii. alternatively, converting compound of formula (Id) obtained above to 
compound of formula (If), if desired 



A-(CH2)„-X-Ar- 
(Id) 



A-(CH2)„-X-Ar- 
(10 



G, 



wherem compounds of fonnula (lb), (Ic), (Id), (le), (If) & (ig) ^ represent 
compounds of formula (1) where A, X, Ar, G, R, R, are as defined in claim 1 and G. 
represents OH, OR,, SR,, N3, CN, NH^, NRiRa respectively. 

8 A process for the preparation of compound of foimula<I), as claimed in claim 1 
comprising any of the steps below alone or in combination: 



i. reacting a compound of formula (IV), with compounds of fommla (V) 

A— (CH2)— L + HX— Ar' 



(IV) 



(V) 



(D 



11. reacting a compound of formula (IV) with compound of formula (Va) to obtam 
compound of formula (Ig) 
A-(CH2)-L + HX-Ar^ — ^ 
(IV) (Va) Gi 



-fc^ A-(CH2)„-X-. 

(Ig) 



NR1R2 




NR1R2 



lit reacting a compound of formula (TV) with compound of formula (Vb) to obtain 
compoimd of formula (lb) 
A-(CH2)-L + HX-Ar 
(IV) 



OR1 



(Vb) G, 



^ A-(CH2)„-X-Ar-'-Y^OR 
(lb) Gi 



IV. converting the compound offormula (lb) to compound of foranila (la) 
A-(CH2)„-X-Ar-'Y^OR 
(lb) 




A-(CH2)^-X-Ar- 



OH 



(la) 



Wherein compounds of fonnula (lb), (la), (If) aU represent compounds of formula (T) 
where A, X, Ar, G,, R,, R^ are as defined in claim 1. 'L' represents a leaving group 
selected fi^om halogen, mesylate, tosylate & triflate and Gb represents OH, ORj. NR1R3, 
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.9. Novel compounds of fonnula (IHa), their derivatives, their analogs, their 
tautomeric forms, their stereoisomers, their phannaceutically acceptable salts, their 
phaxmaceutically acceptable, solvates, wherein 'A' represents 4-oxazolyl group 
substituted with one or two substitutents selected from substituted or unsubstituted 
linear or branched (C,-C,2)alkyl, substituted or unsubstituted single or fused 
heteroaryl or heterocycUc groups; 'Ar' represents unsubstituted phenyl; Gi represents 
OR, or SRi where Ri represents hydrogen, perfluoro(Ci-Ci2)alkyl, substituted or 
unsubstituted groups selected from linear or branched (Ci-Ci2)alkyl, cyclo(Ci- 
Ci2)alkyl, aryl, ar(Ci-Ci2)alkyl, heteroaryl, heteroar(Ci-Ci2)alkyl, heterocyclyl, 
alkoxyalkyl, aryloxyalkyl, alkoxycaibonyl, aryloxycarbonyl: cycioalkyloxycarbonyl, 
alkylaminocarbonyl, arylaminocarbonyl or acyl groups; R4 represents OH, alkojq^ or 
aiyloxy, aralkoxy or NR1R2 group^ where Ri & Ra may be same or different and 
independently represent hydrogen, substituted or unsubstituted groups selected from 
linear or branched (C,-C8)alkyl, (C3-C7)cycloalkyl, acyl, aryl, heteroaryl, heterocyclyl, 
aminocarbonyl, aralkyl, alkylaminocarbonyl, arylaminocarbonyl, 

aralkylaminocarbonyl, heteroarylaminocarbonyl, heteroaralkylaminocarbonyl, 
heterocyclylaminocarbonyl, alkoxycarbonyl, aryloxycarbonyl, aralkyloxycarbonyl, 
heteroaryloxycarbonyl, heteroaraloxycarbonyl, heterocycloxycarbonyl groups or SO2R3 
wherein R3 represents substituted or unsubstituted groups selected from alkyl, aryl, 
polyhaloalkyl, heterocyclyl, heteroaryl groups; 'n' is an integer from 1-3; X represents 
O or S, 

O 

A-CCHA-X-Ar^^^R^ 

ana) 

10. The compounds as claimed in claim 9, wherein the substitutions on the 
substituents on 'A' are selected from hydrojqrl, 0x0, halo, thio, nitiro, amino, cyano, 
foimyl, or substituted or unsubstituted groups selected from amidino, guanidino, 
hydraano, alkyl, haloalkyl, perhaloalkyl, alkoxy, haloalkoxy, perhaloalkoxy, alkenyl, 
alkynyl, cycloaJkyl, cycloalkenyl, bicycloalkyl, bicycloalkenyl, alkoxy, alkenoxy, 
cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocylyl, heteroaryl, heterocyclylalkyl, 
heteroaralkyl, heteroaryloxy, heteroaralkoxy, heterocyclyloxy, heterocyclylalkoxy, 
heterocyclylalkoxyacyl, acyl, acyloxy, acylamino, monosubstituted or disubstituted 
ammo, arylamino, araikylamino, carbojqriic acid and its derivatives such as esters and 

- 99 



wo 2004/046119 



PCT/IN2003/000358 



amides, carbonylamino, hydroxyalkyl, aminoalkyl, alkoxyalkyl, aryloxyalkyl, 
aralkoxyalkyl, alkylthio, thioalkyl. arylthio, alkylsulfonylamino, alkylsulfonyloxy, 
alkoxycarbonylamino, aryloxycarbonylamino, ' aralkyloxycarbonylamino, 

aminocarbonylamino, alkylaminocarbonylamino, alkoxyamino, hydroxyl amino, 
sulfenyl derivatives, sulfonyl derivatives, sulfonic acid and its derivatives, pliosplionic 
acid and its derivatives. 

1 1 . The compounds of claim 9 selected fiom 

Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-thioplien-2-yl-oxazol-4-ylmethoxy)-phenyl]- 
propanoate; 

Ethyl (2S>ethoxy-3-{4-[2-<5-methyl-2-tWophen-2-yl-oxa2ol-4^yl)-ethoxy]-phenyl}- 
propanoate; 

Ethyl (2S)-ethoxy-3-{4-[5-methyI-2-(5-methyl-thiophen-2-yl)-oxazol-4-ylmethoxy]- 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy-3-(4-{2-[5-methyl-2-(5-methyl-thiophen-2-yl)-oxazol-4-yl]-ethoxy}- 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy-3-{4-[5-methyl-2-(3-methyl-thiophen-2-yl)-oxazol-4-yhnethoxy]- 
pheny 1} -propanoate; 

Ethyl (2S)-ethoxy-3<4-{2-[5-methyl-2-(3-methyI-thiophen-2-yl)-oxazol-4-yl]-ethoxy}- 
phenyl)-propaiioate; 

Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-thiophenr3-yl-oxazol-4-ylmethoxy)-phaiyl]- 
propanoate; 

Ethyl (2S)-ethoxy-3-{4-[2-(5-methyl-2-thiophen-3-yl-oxazol-4-yl)-ethoxy]-phenyl}- 
propanoate; * 

Ethyl 3-[4-(2-benzo[b]tbiophen-2-yl-5-methyl-oxazol-4-yhnethoxy)-phenyl]-(2S)- 
etho^-propanoate; 

Ethyl 3-{4-[2-(2-benzo[b]thiophen-2-yl-5-methyl-oxazol-4-yl)-ethoxy]-phenyl}-(2S)- 
ethoxy- propanoate; 

Ethyl (2S)-ethoxy-3-[4-(2-fiiran-2-yl-5-methylrOxazol-4-ylmethoxy)-phenyl]- 
propanoate; 

Ethyl (2S)-ethoxy-3-{4-[2-(2-£uran-2-yl-5-methyl-oxazol-4-yl>ethoxy]-phenyl}- 
propanoate; 

Ethyl (2S>ethojqr-3-[4<5-methyl-2-quinolin-2-yl-oxazol-4-yUiietho3^)-phenyl]- 
propanoate and its phaimaceutically acceptable salts; 
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E%l(2S)-ethoxy-3-{4-[2<5-methyl.2-qumolm-2-yl-oxazol-4-y^^^^ 
propanoate and its phannaceuticaUy acceptable salts; 

E%l(2S>ethoxy.3-{4-[3<5-methyl-2-tMophen-2-yl-oxazol-4-yl)-pr^^^ 
propaiioate; 

Ethyl (2S)-ethox7-3-{4-[5-methyl-2-(5-phenyl-thiophea-2-yl)-oxazol-4.yto^^ 

phenyl}-propanoate; 

Ethyl (2S)-ethoxT-3-{4-[5-methyl.2.(5-chloro-tluophen-2-yI)-oxazol-4-^^^ 
phenyl} -propanoate; 

Ethyl (2S)-ethoxy-3-{4.[5-methyl-2<5-bromo-tMophen-2-yl)-oxazol^^ 
phenyl}-propanoate; 

Ethyl (2S)-etho^-3-{4.[5.methyl-2<5^ethyl-foran-2-yl).oxazol-4-y^^^ 
phenyl)-propanoate; 

Ethyl (2S>ethoxy.3K4-{2-[5-methyl-2-(5.phenyl-thiophen-2-yl)^ 
phenyl)-propanoate; 

Ethyl (2S)-etho^-3-(4.{2-[5.methyl-2<5.chloio-tWophen-2-yl)-ox^^^^^ 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy-3K4-{2-[5-methyl-2-(5-bromo-tMophen-2-yl)-oxa2oM^^^^ 
phenyl)-propanoate; 

Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-pyridin-2-yl-oxazol-4-ylmethoxy)-ph^^^^ 
propanoate and its phannaceuticaUy acceptable salts; 

Ethyl (2S)-ethoxy-3-[4-(5-methyl-2-pyridin-4-y^oxazoM-ylmethoxy>.phenyl]- 
propanoate and its phannaceuticaUy acceptable salts; 

Ethyl (2S>ethoxy-3-[4-{2.(5-methyl-2.pyridin-3-yl.oxazol-4-yl).etto^ 
propanoate and its phannaceuticaUy acceptable salts; 

Ethyl (2S>ethoxy-3-[4-(5-methyl-2.pyridin-3-yl-oxa2ol-4-yhnethoxy)-pheny^ 
propanoate and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-[4<5-methyl-2.tMophen-2-yl.oxazol-4-ylmetho3Q.).^^^^ 
acid and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-{4-[2-(5-methyl-2-thiophen.2-yl-oxazol-4-yl)-ethoxy]-phenyl}- 
propanoic acid and its phannaceuticaUy acceptable salts; 

(2S)-EthDxy-3-{4-[5-methyl.2-(5-methyl-thiophen-2-yl)-oxazol-4-yhnethoxy]- 
phenyl}- propanoic acid and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3<4-{2-[5-methyl-2-(5-niethyl-thiophen-2-yl)-oxa2ol-4-yl]-ethoxy}- 
phenyl).propanoic acid and its phannaceuticaUy acceptable salts; 
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(2S).Ethoxy.3-{4.[5.me%l-2-(3-methyl-tmophen-2-yl)-oxazol-4-y^^^ 
phenyl}-propanoic add and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3<4-{2-[5-methyl-2K3-methyl-thiophen-2-yl)-oxazol-4-^^^ 
phenyl)-propanoic acid and its pharmaceutically acceptable salts; 

(2S)-Ethoxy-3-[4K5-methyl-2.tWophen-3-yi-oxa2ol-4-ylmethoxy)^^^^^ 
acid and its phannaceutically acceptable salts; 

(2S)-Etlioxy-3-{4-[2-(5-methyl-2-tmophen-3-yl-oxa2»l-4-yl)-ethoxy].p^^^ 
propanoic acid and its phannaceuticaUy acceptable salts; 

3-[4-(2-Benzo[b]tMophen.2-yl.5-methyl-oxazol-4-ylmethoxy)-pheny«^ (2S).ethoxy. 
propanoic acid and its phannaceuticaUy acceptable salts; 

3-{4-[2<2-Ben2o[b]thiophen-2.yl-5-methyl-<m2»l-4-yl>ethoxy]-ph^^ 
ethoxy-propanoic acid and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-[4-(2-W2-yl-5-niethyl-oxazol-4-ylmethoxy^^^ acid 
and its phannaceuticaUy acceptable salts; 

(2S)-Bthoxy-3.{4.[2-(2-fiM:an-2.yl-5-methyl-oxa2ol-4-yO 
acid and its pharmaceuticaUy acceptable salts; 

(2S)-Bthox>'-3-[4-(5-methyl-2-quinolin.2-yl-oxa2ol-4-yhne&^^ 
acid and its pharmaceuticaUy acceptable salts; 

(2S)-EthoxT-3-{4-[2K5-methyl-2-quinolin-2-yl-oxazol-4-yl).ethoxy].phaiyl>- 
propauoic acid and its pharmaceuticaUy acceptable salts; 

(2S)-EthoxT-3-{4-[3K5-methyl.2-tWophen-2-yl-oxazoM-yl).propoxy]-p^^^ 
propanoic acid and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-{4-[5-methyl-2-Benzofuran-2-yl).oxa2ol-4-yhnethoxy]-^^^ 
propanoic acid and its pharmaceuticaUy acceptable salts; 

(2S)-Ethoxy.3-{4-[5-methyl-2K5K:Moro-thiophei^.2-yl).oxazol-4-yhneA^^ 
propanoic acid and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy.3-{4-[5-methyl-2.(5-bromo-tMophen.2.yl)-oxa2ol-4-y 
propanoic acid and its pharmaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-{4-[5-methyl-2-(5-methyl-fiiran-2-yl)-oxazol-4-yhnethoxy].^^^ 
propanoic acid and its phannaceuticaUy acceptable salts; 

(2S)-Bthoxy-3-(4-{2-[5-methyl-2-(5-phenyl-thiophen-2-yl)-oxazol-4.^^^^^ 
phenyl)- propanoic acid and its phannaceuticaUy acceptable salts; 

(2S)-Ethoxy-3<4-{2-[5-methyl-2<5-cMoro-tWophen-2.yl>oxazol-4-yl].ethoxy}^ 
phenyl)- propanoic acid and its phannaceuticaUy acceptable salts; 
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(2S)-Ethoxy-3-(4-{2-[5.methyl-2-(5-bromo-thiophea-2-yl)-oxazol-4-yl]-ethoxy}- 
phenyl)- propanoic acid and its pharmaceuticaUy acceptable salts; 

(2S)-Ethoxy-3-(4-{2-[5-methyl-2<5-methyI-furan-2-yl)-oxazol-4-yl]-ethoxy}-phenyi)- 
propanoic acid and its pharmaceuticaUy acceptable salts; 

2(S)-Ethoxy-3-[4-(5-methyl-2-pyridin-2-yI-oxazol-4-ylnietlioxy)-phenyl]- propanoic 
acid and its pharmaceuticaUy acceptable salts; 

2(S)-Ethoxy-3-[4-(5-methyl-2-pyridin-4-yl-oxazol-4-ylmethoxy)-phenyl]- propanoic 
acid and its pharmaceuticaUy acceptable salts; . 

2(S)-Ethoxy-3-[4-(5-methyl-2-pyridin-3-yl-oxazol-4-ylmethoxy)-plienyl]- propanoic 
acid and its pharmac«itically acceptable salts; 

12. The compounds as claimed in claims 9-11, suitable as intermediates for the 
preparation of compounds of formula (I). 

13. A process for the preparation of compound of formula (IHa) as claimed m any 
one of claims 9 to 11 comprising 

i. reacting a compound of formula (IVa) wherein 'A' represents 4-oxazolyl group 
substituted with one or two substitutents selected from substituted or unsubstituted 
linear or branched (Ci-Ci2)alkyl, substituted or unsubstituted single or fiised 
heteroaryl or heterocycUc groups; 'n' is an integer from 1-3; & 'L' represents a 
leaving group selected from halogen, mesylate, tosylate & triflate, with a compound of 
formula (Vc) wherein X represents oxygen or sulfur; *Ar' represents unsubstituted 
phenyl; Gi represents ORj or SRi, where R, represents hydrogen, perfluoro(Ci- 
Ci2)alkyl, substituted or unsubstituted groups selected from linear or branched (Ci- 
Ci2)alkyl, cyclo(Ci-Ci2)alkyl, aryl, ar(Ci-C,2)alkyl, heteroaryl, hetetoai(Ci-Ci2)aUcyl, 
heterocyclyl, alkoxyalkyl, aryloxyalkyl, alkoxycaibonyl, aryloxycaibonyl, 
cycloalkyloxycarbonyl, alkylaminocarbonyl, atylammocaibonyl or acyl groups; R, 
represents OH, alkoxy or aiyloxy, aralkoxy or NR1R2 groups, where Rj & R2 may be 
same or different and independently represent hydrogen, substituted or unsubstituted 
groups selected from linear or branched (Ci-C8)alkyl^ (C3-C7)cycloalkyl, acyl, aryl, 
heteroaryl, heterocyclyl, aminocaibonyl, aralkyl, alkylaminocarbonyl, 

aiylaminocarbonyl, aralkylaminocarbonyl, heteroarylaminocarbonyl, 

heteroaralkylammocarbonyl, heterocyclylaminocarbonyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkyloxycarbonyl, heteroaryloxycarbonyl, heteroaraloxycaibonyl, 
heterocycloxycarbonyl groups or SO2R3 wherein R3 represents substituted or 
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unsubstituted groups selected from alkyl, aryl, polyhaloalkyl, heterocyclyl, heteroaryl 
groups. 

o 

o 





(IVa) (Vc) ^'"^^ 

5 ii. optionaUy hydrolysing the compound of formula (IHa) wherein R4 represents 
alkoxy, aryloxy, aralkoxy or NRiRj groups, where R, & R2 are as defmed earUer, to a 
further compound of formula (Hla) wherein R4 represents OH. 

14. A pharmaceutical composition which comprises compounds of formula (T) or 
(nia), as claimed in any preceding claims and a pharmaceuticaUy acceptable carrier, 

10 diluent, excipients or solvate. 

15. A pharmaceutical composition according to claim 14, in the form of a tablet, 
capsule, powder, granule, syrup, solution or suspension. 

1 6. A pharmaceutical composition according to claim 14 or 15, in combination with 
sulfonyi urea, biguanide, angiotensin E inhibitor, aspirin, a-glycosidase inhibitor, 
insulin secretagogue, insuUn, P-sitosterol mhibitor, HMG CoA reductase inhibitor, 
fibrate, nicotinic acid, cholestyramine, cholestipol or probucol, which may be 
administered together or within such a period as to^act synergistically together to a 
patient in need tha-eof. 



17. A method of reducing plasma glucose, triglycerides, total cholesterol, LDL, 
VLDL or free fatty acids in ,the plasma, whUe optionally elevating HDL cholesterol 
levels comprises administering a compound of formula (I) or (Ula), as defined in any 
preceding claims 1-14, and a pharmaceuticaUy acceptable carrier, dihjent, excipients or 
solvate to a patient in need thereof 

18. A metiiod accbrdmg to claim 17, wherein the compounds of formula (I) or (DIa) 
is given in combination with HMG CoA reductase inhibitor,, fibrate, nicotinic acid, 
cholestyramine, cholestipol or probucol, which may be administered togetiier or within 
such a period as to act synergistically together to a patient in need th^eof 
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19. A method of reducing blood glucose, triglycerides, cholesterol, or free fatty 
acids in the plasma, comprising administering a compound as defined in any preceding 
claims and a pharmaceutically acceptable carrier, dUuent or excipients or solvate to a 
patient in need thereof 

20. A method of preventing or treating diseases caused by hyperlipidaemia, 
hypercholesteremia, hyperglycemia, obesity, impaired glucose tolerance, leptin 
resistance, insuUn resistance, diabetic compUcations, comprising administering an 
effective, non-toxic amount of compound of formula (I) or (Hla) as defined in any 
preceding claims to a patient in need thereof 

21. A method of treating diseases wherein insulin resistance is the underlying 
pathophysiological mechanism, which includes type 2 diabetes, impaired glucose 
tolerance, dysUpidaemia, hypertension, obesity, atherosclerosis, hyperlipidaemia, 
coronary artery disease, cardiovascular disorders, renaL diseases, microalbuminuria, 
glomerulonephritis, glomerulosclerosis, nephrotic syndrome, hypertensive 
nephrosclerosis, diabetic retinopatl^r, diabetic nephropathy, endotheUal cell 
dysfunction, psoriasis, polycystic ovarian syndrome (PCOS), dementia, end-stage renal 
disease, osteoporosis, inflammatory bowel diseases, myotonic dystrophy, pancreatitis, 
arteriosclerosis, xanthoma or cancer, comprising administering an effective, non-toxic 
amount of compound of formula 00 or (Hla) as defined in any preceding claims to a 
patient in need thereof 

22. Use of compounds of formula (I) or (Hla) as defined in any previous claims for 
the preparation of medicine suitable for the treatment of diseases mentioned in any of 
the aforesaid claims. 
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